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INTRODUCTION

The challenged Human Testing Rule has harmed and will continue to harm
Petiﬁone'rs and their members. The substantial and entirely uncontroverted
evidence before this Court belies EPA’s factual assertiens to the contr_afy, and this
Circuit and the Supreme Court have both rejected EPA’s core Article III legal
theory. The Court has jurisdiction_ and should proceed to the merits.

EPA’s Human Testing Rule violates Section 201 because it allows
intentional pesticide toxicity experiments on pregnant women and children in some
circumstances, contravenes the prineiples proposed by the National Academy’s
. 2004 Report, and is inconsistent with the Nuremberg Code. EPA ignores the -
statute’s clear text in favor of an allegediy narrow legislative “policy,” but
disregards the sfated policy of Section 201’s enactors. EPA argues that moét of the
| ‘Nuremberg Code is preeatory', although text and history show otherwise. EPA
treats the National Academy’s proposals as distractions, and disregafds the -
Vevidence and canons of 'constrhction that disprove that treatment.

In short, EPA asks this Court to rewrite the law. The invitation should be

rejected.



ARGUMENT
I.  Petitioners Have Stinding |

The Human Testing Rule has caused EPA to ré_lise exposure limits fbr
pestic’jdes to which Petitioners’ members are exposed. A judicial order vacating
the Rule would remove the Caﬁse éf this injury. Petitioners’ uncontro{lerted |

| evidence‘ establishes these facts and each element of Aﬁicle I stahding. |

A, »The Human Testihg Rule Injures Petitioﬁérs and Their Members ’

Exposure toa foxic chemical is a well-recognized Article 11 ihjury, VSee,
e.g., Friends of the Earth, Inc. v. Laidlaw, 528 U.S. 167, 184-85‘-(2000); LﬁFleur V.
Whitman, 300 F.3d 256, 270 (2d Cir. 2002). Indeed, this Courtvlylas' held that even
“health-related uncertainty,” seé New York Public Interest Research Group v.
Whitman, 321 Fj3d 316, 325; 326 (2d Cir. 2003) (“NYPIRG”), or an “increased
risk” of exposure to a'da’ngerous substance, Baur v. Veneman, 352 F.3d 625, 633 ’
(2d Cir. 2003); see al;o zd at 627-28, 633-35, 641-42, are consvtitutionallyj

cogniz‘able.l |

! This Court’s recognition that increased risk of harm is a cognizable injury
comports both with common experience (e.g., people pay for insurance against
risks of future injury) and with the law of other Circuits. See Central Delta Water
Agency v. United States, 306 F.3d 938, 947-948 (9th Cir. 2002); Hall v. Norton,
266 F.3d 969, 976 (9th Cir. 2001); Johnson v. Allsteel, Inc., 259 F.3d 885, 888 (7th
Cir. 2001); Friends of the Earth; Inc. v. Gaston Copper Recycling Corp., 204 F.3d
149, 160 (4th Cir. 2000); Louisiana Envtl. Action Network v. EPA, 172 F.3d 65,
67-68 (D.C. Cir. 1999); Walters v. Edgar, 163 F.3d 430, 434 (7th Cir. 1998), cert.
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The uncontroverted evidence proves precisely such injuries here.

“Petitioners’ members include farmworkers who apply and are exposed to |

‘pesticides'. in the fields where they work; families who live downwind of .

agn'cultural spray; and consumers Who eat and drink pesticide—contaminated food

and water in their normal diet. See D8-9, D84-88, D89 90, D91, D92, D93 D9%4,

x’\?q D96 97, D98, D106~ 08 D112-14, D117, D122-24, D350.% These individuals have

no‘ch01ce but to breathe the air where [they] live[] and work[] or to eat the food

on their table. LaFleur, 300 F.3d at 270; D8-D9, D11-12; D101-102.

Thepesticides at issue)can cause severe neurological, developmental, and

other disorders. See D6, D9, D12, D15-16, D28, D101-04. When EPA raises

allowable exposure limits for these chemicals, péople who live, work, and eat

‘downwind or downstream will thus “undoubtedly” experience “increased levels”

of exposure, practically “whenever the wind blows . . . in [their] direction.”

LaFleur, 300 F.3d at 270. Such increased exposure exacerbates health risks and

denied, 526 U.S. 1146 (1999) Mountain States Legal Found. v. Glickman, 92 F.3d
1228, 1234-35 (D.C. Cir. 1996). -

? Petitioners have concurrently filed a volume of Declarations in Support of
Standing, citations to which in this brief follow the form “D[page number].” This
volume includes evidence submitted with Petitioners” August 3, 2006 Response to
EPA’s Motion to Dismiss, including the expert declarations of Gina Solomon,

-~ M.D.; Adam M. Finkel, Sc.D., Margaret Reeves, Ph.D., and Karen Mountain,

M.B.A., M.S.N,, R.N,, as well as additional percipient witness declarations of
Petitioners’ members and officers. The declarations volume also includes
additional expert and percipient witness declarations that relate to subsequent EPA

-actions, as well as to a standing issue that EPA did not raise until its merits brief

and which is addressed infra, at Section 1.C.
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uncertainty. > See D5-6, D9, D1-1-12, D15-16, D28-29, D30, D41, D57, D63-64,
D84-88, D90, D91, D92, D107-08, | |

Thé I—Iurhaﬁ Testing .Ru1e4 caused EPA to set higher pesticide exposure
limits for the pesticides at issue. Promulgation of the Rule lifted Section 201°s
mératoﬁuni on EPA use of human toxicity experiments to set pésticide standards
- and, shorﬂy after the Rule took effect, EPA began relying on such ‘experiments to
increase allowable exposure limits for these pesticides. For example, EPA
increased allowable éx;;osure levels fdr aldicarb, amitraz, dichlorvos, and
methomyl — neurotoxins all — by as much as three,- five, and even ten times the
levels EPA would have set but for its use of these human studies. See D9-11, D12,
D15, D18-19, D28-29, D31, D54-55, D162-166, D219, D381; cf-
Baur, 352 F.3d at 637 n.11 (holding that evidence of post-ﬁliﬁg events can
“éonﬁrm that a plaintiff’s fear of future harm is reasonabie”). v

EPA’s reliance on the-bHuman' Testing Rule to increése allowable pesticide |
exposure levels was nbt only a possible, but the predictable result of the Rule.

When the Rule issued, EPA faced an imminent August 2006 deadline for

-3 The precise level of risk posed by increased exposure is not itself a question
of Article Il significance. See Baur, 352 F.3d at 642-43; ¢f. Havens Realty Corp.
v. Coleman, 455 U.S. 363, 379 (1982) (holdlng that even a “perceptlbl[e]” injury
satisfied Article III). .

‘ * EPA used to refer to the subject of its rule as “Human Testlng, e.g., 70 Fed
Reg. 6661 (Feb. 8, 2005), and to call it the “Human Studies Rule,” A1274. That
name is more precise than EPA’s new term, “Research Rule.”

4



_ reregistering numeréus pesticides and reassessing thousands of pesticide tolerances
(i.e., deciding which pesticides and which fbod uses were sufficiently safe to
co}ntinue).i See 21 US.C. § 346a(c1); 7US.C.§ 136a—1(g)(2)(A)(i). To meet that
August deadline, EPA relied on human experiments that had already been
conducted, and the fesults of Which (purporting to justify a relaxation in pesticide
protections) were thus known. See, e.g., A156, A666, A704—Q6; D130; Wall Decl.
in Supp. of Mot. to Complete Admin. R. (Sept. 28, 2006), Ex. B at 2 GEPA ﬁlemo
from J uly 2005 reciting how EPA could use dichlorvos human study to justify
tenfold increase in exposure levels). | |

w  Moreover, EPA’s promulgation of the Rule resulfed in two critical changes
fo the way EPA set these pesticides standards. First, as ﬁotéd above, the Rule
1ifted Secﬁon 201’s moratorium on EPA use of human toxicity experimeﬁts.

SPA1. Second, EPA’s use of the experiments changed EPA’s calculation of

allowable exposure levels for a number of pesticides. Under EPA’s .starlldard n’ék
assessment methodology, whenelver EPA relies on only anirmal eipeﬁments to
assess risk, it applies a tenfold safety factor to account for the prospect that humans
are more‘ susceptible than animals. A153; D3-5, D44-46, D49-5 1 Where EPA
“uses human experimeﬁts, it reduces or eliminates this safety factor. Thus,vEPA’s
| use of human studies predictably caused EPA tb reduce or waive the tenfold safety
factor and calculate significantly higher allowable exposure levels for these

-



pestiéidés. D3, DS, D28—29, ‘D49-55. This _e_xpected resulf v;fas, of course, -
precisely why fhe pesticide manufacturers began aggressively submitting human
toxicity tests to EPA in the first place. See Pet’rs. Br. 13-14; A666.5

In iight of this evidence, EPA’sk.de'scription of Petitioners’ injury as
“speculative” — or, with some rhetoﬁcal gusto; as “a hypothetical injury assoéiated '
with the possibility of highef exposure levels that might be established in future
EPA proceedings” — is perplexing. EPA Br. 1-2. The events that EPA calls
“speéu_lative_” have in fact already ocpilrred. EPA itself admits this, noting that
“[tlhe declarations and documents submitted by Petitioners'.related to recent EPA .
actionsregvalrding toleraﬁce levels kcriemonstrate that this multi-step path Was
followed in the posf—Research Rule actions cited by Petitiohers.” EPA Br. 25.

The harnj to Petitioners’ members here ié thus far more’Ce’rtain than other,
fu,tﬁre harmsthls Court has found to satisfy Article IIT in previous cases, including ,
a risk that EPA’s approval of a.ﬂawedn state permitting program might cause later
incr_eases in air pOIIution, see NYP]RG, 321 F.3dat 324,'325-’26‘, and the risk from . »
a regulation that incréased the pro_speét of ‘eprsure to mad cow diskeése',ia

pathogen that had not yet been discovered in this couhtry, see Baur, 352 F.3d at

> Because EPA’s Human Testing Rule fails to adopt basic scientific safeguards
recommended by the National Academy of Sciences, many of the human toxicity
experlments considered by EPA lack the statistical power to detect adverse health -
effects that would be experienced across a wider populatlon A60-62; D6-7, D48,
D59-61. When EPA relies on such studies, the result is an increase in risk to thos>
exposed. See id; see also D11, D15, D19, D29, D41, D63-64. W /

.



633-355, 642. EPA ignorés this evidence and precedent, instead argﬁing ..that an
injury is always too speculative — as a matter of law — if the challenged.‘ag'ency
‘. action is not the very last step in the causal. chain. EPA Br. 21,23,27 & n.5. As
we discuss in the next section, that theory’has been rejected both by the Supréme
Court and by this Circuit.® |
B. | Peﬁtioners; Injuries Are Fairly Traceable to-EPA’s Rule
Uncontroverted evideﬁce establishes that the Human Testing Rule changed
AEPA"s pesticide stanciard setting process, causing EPA to waivé a tenfold
uncertainty factor and thus, predictably, to increase allowable exposure levels for
pe‘stici'de to which Petiﬁoners members are exposed. See supra, af Section LA.

EPA contends that despite this evidence, Petitioners cannot satisfy Article ITI’s

6 Petitioners have standing to sue to protect their own organizational interests,
as well as those of their members. Petitioners Pineros y Campesinos Unidos del
Noroeste and Farm Labor Organizing Committee, AFL-CIO, for example, expend
resources to investigate and respond to pesticide incidents affecting any of their
numerous members. See D111, D113-16; D124-26. Petitioner Migrant. Clinicians
Network expends resources training the thousands of doctors, nurses, and other
clinicians it represents to respond to such incidents. See D117-20. The resulting.
costs to Petitioners are established Article III injuries, see Havens, 455 U.S. at 379;
cf. Sierra Club v. Morton, 405 U.S. 727, 737-38 (1972), that are “germane,” Hunt
v. Washington State Apple Advert. Comm’n, 432 U.S. 333, 343 (1977), to
Petitioners’ purposes. See D93, D99-100, D109, D117, D12. Indeed, the chance
that one of Petitioners will expend resources to respond to such an incident is the
aggregate of the risk to all of their thousands of members. See D109, D116, D117-
19, D122; ¢f Utility Air Regulation Group v. EPA, _ F.3d __, No. 05-1353, 2006
WL 3590194, *6 (D.C. Cir. Dec. 12, 2006) (“[Gliven the organization’s large
membership . . . we find it reasonable to infer that at least one member will suffer
injury-in-fact.”). /
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causation requirement because EPAfs Rule Wés- not the very last; or “operative,”
cause of their inj.ury. EPA BrL: 26-27 & n.5. Precedent says otherwis_e;
- The Supreme Court exi)ressly rejected ~=EfA’s argument a decade ago, in

| - Bennett v. Spedf, 520 U.S. 154 (1997). The Bennett plaintiffs _éued .the Fish»and ’

- Wildlife Sérvice (“FWS”) over a bio}logikcél opinion FWS provided t6 the Bureau |
of Reclamation (“Bureau”). J21 at 159. FWS challenged plaintiffs’ standing,
'clgiming- that its biological opinion was not the “prqximafé cause” of the plaintiffs’
anticipated injuries, which would occur (if at all) only after an v“asv yet unidentiﬁed” :
later decision by the Bureau. Id. at 168. The Couﬁ, per Justice Scalia, rejected -
that theory as “Wrbngly equat[ing] injury ‘fairly traceable’ to fhe defendant with
injury as to which the defendant’s écﬁons are the very l.ast. step in the chain of
causation.’; 7 Id.at 168‘-69; see also Metropolitén Washington Airpérts Auth: v.
Citizens for Abqtemeﬁt of Aircraft Noi&e, 501 U.S. 252, 261—62, 264-65 (1991)

(holding plaintiffs had standing to challenge a law that gave a review board power |

7 Benriett found the plaintiffs’ injury “fairly traceable” to the FWS biological
- opinion because the facts supported that finding. The Court concluded that the

~ FWS biological opinion would be “virtually determinative” of the Bureau’s later
decision because, if the Bureau disagreed with FWS, it would have to articulate the
basis for its disagreement on the record and run the risk of being sued if it were '
wrong. 520 U.S. at 169, 170. Far from distinguishing the present case, this aspect
of Bennett supports Petitioners’ standing here. Petitioners’ uncontroverted '
causation evidence — including the extensive testimony of one of the leading risk
assessment experts in the country, see D37-41 — is both stronger and more direct
than the circumstantial evidence Bennett found sufficient. Moreover, Bennett

- approached causation with particular care because the ultimate agency actor in that
case, the Bureau, was not even a party. Id at 169. The same is not true here. -

8



to veto a development plan because the power, although unexercised, had
“influenced” plan adoption).

This Circuit, tbo, has rejecfed EPA’s “operative cause” theory of standing.
In NYPfRG, for example, the p'etiﬁoneré chailenged EPA’s authorization of New
| York’s air_pollution permit program. s 321 F.3d at 320-22, 324. EPA’S approval
of thét progrém did not itself require or'permit.any increase in air pollutioh. Sucﬁ a

pollution increase would arise, if at all, oniy when New York later issued permits

ﬁnder ité flawed program. This Court nevertheless found standing becausé EPA’s
‘authorization of the state program would increase the petitioners’ members’
“uncertainty”‘about pollution from nearby factories. Id. at 325-26. EPA’s decision
to permif the New York program was not the final step in the causal chain; EPA
‘was not even the final actor. Yet staflding existed beéaﬁse the members’ injuries
were “fairly traceable” to EPA’s decision. Under NYPIRG, Petitioners here pléinly
have standin\g. '

| The two out-of;Circuit decisions on which EPA relies do .not_support'a
departure from this Court’s precedent. In Louisiana Environmental Action

Network v. Browner, 87 F.3d 1379 (D.C. Cir. 1996) (“LEAN"), the plaintiffs

challenged an EPA rule that théy feared would create an “enforcement gap,” but

® EPA mischaracterizes NYPIRG as a challenge to an EPA decision that
“regulated emissions of air pollutants from several facilities.” EPA Br. 22.
NYPIRG involved, and found standing for, three consolidated lawsuits, at Ieast two
of which EPA’s characterization ignores. 321 F.3d at 324.

9



apparently presented noel/idence that such an enforcement gap Was likely, let
alone likely where their members.lived. Id’. at .1383! At mosf, LEAN ehoWs that an
| injury based on future agency action can be too specillative where the plaintiff
“introduces ne evidence to prove causation; it does not shew that sueh an mjury is
" always too speculative, regardless_of. the evidence. As for Shoreham- Wading River
Central School District v. -'Nuclear Regulqtory Commission, 93l F.v2d 102, 105
(D.C. Cir. 1991), its holding — that a plaintiff lacks standi_hg to challenge an agency
action if that action is a “but for” cause of the plaintiff’ s injury but net the
“operative” cause — did not sﬁrvjve Bennertt, 520 U.S. at l68-69, andvhas never

“been cited by any published decision of any court.

C.  Petitioners Have Standing te Challenge the EPA’s Failure td
. Regulate All Toxicity Experiments Covered by Section 201

Petitioners’ uncontroverted evidence also establishes staﬁding' to‘challenge
the Rule’s failure to'regulate human dosirlg pesticide toxicity experiments
(inchlding experiments on pregnaﬁt women and children) unless “intended” for
EPA’s consideration under FIFRA or FFDCA.‘ EPA uses human toxicity
experimel]ts to set pesticide standards under other statutory programs, see Pet’rs.
'Br. 9-10, D29-33, as clo otller governlnental agencies, see, e..g., Pet’rs. Br. 28 &
n.9; D33-34. Regﬁlatory’ decisiens under theee other statutes increase Petitioners’
members’ rlsks of exposure in precisely the same Way as do EPA’S decisions under

FIFRA and FFDCA. -

10



For example, EPA regulates human exposure to pesticides under the Safe :
Drinking Water Act (“SDWA”), 42 U.S.C. § 300g-1.‘(b).’ See; e.g., 40 CFR. §
141.61(c) (setttng SDWA maximum contaminant levels for numerous pesticides).
Tens of thousands of Peti_tioners’ members live in cities for which the source of
drinkihg water has been contaminated \mth pesticides,‘ ineiuding aldicarb,
methortiyl, and oxamyl‘— all chemicals for which EPA has received and is
considering human desing toxicity experiments. See D30-31, D91, D92, D95,
D96-97, D98, D233 (14), D350. EPA is requiretl by SDWA to ree_véluate all
existing drinking water standards every_ six years,” see 42 U.S.C. §. 300g-1(b)(9), -
and to set new standards peﬁodically, see id. at § 330g-1(b)(1)(B)(ii). Itis
predictable that when EPA _does so, relience on‘humen experiments will lead to
increases in allowable expos'ures levels, as has been true in EPA’s FIFRA and
FFDCA risk assessment process. 40 C.F.R. § 141.61(c); D28-29, D32-33.

Indeed, pesticide-intiustry human toxicity studies have already caused EPA
to reduce drinking water protections for at least one pesticide. EPA set a drinking
water standard for aldicarb, but later suspended‘ that stanciard when the pesticide’s
manufacturer claimed that EPA had improperly relied on an animal study and

,shoulld instead have relied on a particular hutnan study. 57 Fed. Reg. 22178,

22179 (May 27, 1992). EPA reconsideration of that aldicarb drinking water

? EPA last reevaluated its oxamyl drinking water standard, for example, in
2003. See 68 Fed. Reg. 42908 (July 18, 2003).

11



standard is still pending, and EPA is Considering human studies in that ongoing
| proceedmg See id. Had EPA’s Human Testlng Rule complied with Section 201,
however a different and more protective standard would govern EPA’s use of
human studies in that and other drinking water standard setting p'roceedings.
Petitioners cannot wait to challenge EPA’s failure to regulate the conduct
and use of such experiments —which are covered by Section 201 but ignored by
EPA’s Rule, seev Section I, infra —in as:surance that a challenge could be launched
when EPA uses _such an experiment in a later proceeding. Were Petitioners to |
delay.in challenging the unlawfully narrow scope of the Rule, EPA would no doubt
argue that the FFDCA’s sixty-day statute of limitations l)arred their litigation. See
21US.C. § 346a(h)(l) ¢f- NRDC v. Johnson, 461 F.3d 164, 173- 176 (2d Cir.
2006) (reading this FFDCA provision’s Jud1c1al review exclus1v1ty clause broadly)
Petitioners have challenged EPA’s Rule in part to protect their members
from predictable future risks resulting from the Rule’s unlawfully narrow scope.
As was the case in NYPIRG, 321 F.3d at 325-26, and Baur, 352 F.3d at 633—35,

Article III poses_no obstacle to.th.is suit.

Y EPA’s own aldicarb risk assessment shows that, when drinking water
exposures are included, risks to every subgroup considered — the general
- population, infants, children age 1-2, and females age 13-49 — exceed the risk
thresholds EPA would have used had it relied on an animal study rather than a
human experiment. D29, D277 (defining level of concern), D279 (comparing
exposure to human-based and animal-based levels of concern).
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1I.  The Rule Violates Section 201°s Blanket Ban on the Use of Pregnant
Women and Children as Subjects in Pesticide Toxicity Experiments

Section 201 directed EPA 'to issue a rule, applicable to “intentiOnai’ dosing
human toxicity studies for pesticides,” that “shall not permit the use of pregnant
women, infants, or children as subjecté.” ‘SPAL. There 1s no dispute that EPA did
not adopt such a categorical rﬁle.‘ Instead, the Human Testing Rule régulatcs only
“ those toxicity' experirﬁehts that are “intended” to be sﬁbmitted to EPA forA’
coﬂsideration uﬁdef FIFRA or FFDCA. SPA40 (§ 26. 1201). Thé.Rule’s narrow
scope violates Se;:tion 201 by, among other things, permitting many bésticide
toxicity éxperiments on pregnant i&omen and childreﬂ and allowiﬁg EPA to
consider sucil tests under stgtuteé other than F IFRA and the FF DCA. These other -
statutes include the Safe Drinking Water Act aﬁd Clean Water Act, pursuant to
which EPA also fegulgtes human exposure to pesticides. See Pet’fs. Br. 9-10."

EPA’s éontention that its narrowing. construction conforms to Section 201 s
“object and policy,” EPA Br. 30, fails for two .reasoﬁs. First, the tas‘k‘ of |
interpreting statutory language properly begins, not with an inquiry.into “purpose,”
but with the statutory language itself. See, e.g. Rdila_ V. Um‘ted States, 355 F 3d
118, 120 (24 Cir. 2004) (“Statutory construction begins with the':plain text, and,

‘where the statutory language provides a clear answer, it ends there as well.””

' Pesticides contaminate drinking water and surface waters regulated by the
Safe Drinking Water Act and Clean Water Act when the pesticides run off
agricultural fields or facilities where they have been applied.
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(internal citaﬁon omitted)). “[A]ithough a court appropriately may refer to a
_statufe’s legislative history to resolve statﬁtory ambiguity, there ié no heed to do so |
| here,” because the statutory text itself is-clear. Toibb v. Radloff, 501 U.S. 157, 162

(1991). “Studies for pesticides” meané just thét —ie, “stﬁdies _With réspect.vto
pesticides,” see Réndom House Una‘bridgedDic‘tionary 747 (2d ed. 1993)_ (defining
“for”) —not “studies for pestici‘des ,inte.nded for EPA’s cqnsidétation under FIFRA
lor FFDCA.” W'here, as here, “the statutory language is unambiguous and ‘the
statutory scheme is coherent and consistent,’” judicial inquify “must cease.”
Robinson v. Shell Oil Co., 519 U.S. 337, 340 (1997) (internal citation omitted).

| EPA originally écknowledged Section 201’s obvioué meaning. Sho'rtly after |
Section 201°s enéctmenf, EPA issﬁed a formal intérpretati\}e Guidance that
concluded that the phase “studies for pesticides™ enéompassed studies of
pestici.dés, even if ﬁot “submitted or othefwise avéilable for "consideration under
[FIFRA or FFDCA § 408].” Wall Decl. in Supp. of Mot. o Comi)lete Admin, R.
(Sept. 28, 2006), Ex A-1at 14-15 (EPA Guidance setting out “[w]hat is meant by‘
a study ‘for pesticides’’). EPA’s oﬁginal administrative usage"‘cénﬁnns our
understanding of the éVeryday sense of the term.”. S.D‘.A Warren Cq. v. Maine Bd

Envt’l Prot., 126 S. Ct. 1843, 1849 (2006).

1? EPA’s brief attempts to minimize the force of the Agency’s o'riginal
interpretation by labeling the Guidance “interim” and asserting it was drafted
“broadly” to “avoid inadvertent noncompliance” with Section 201. EPA Br. 36.
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Second, even if the statutory text were not clear, the 1egis1ati\te history belies
EPA’s claim that Cohgress intended to prohibit only those studies conducted and
st;brrtitted for FIFRA and FFDCA purposes. EPA identiﬁes no statement, from
any Membervof Congress, that Section 201 would allow dosing preghant women
and children with pesticides if the experimeﬁt wes intended for EPA’s use under
- other laws. When Seﬁator Bums propoeed an amendment that weuld have applied

Section 201. to exieting' studies only if “submitted to the Agency under FIFRA,”
15 1: Cong. Rec. S7552 (June 29, 2005), the Coﬁferees fejected that approach,
SPAL. See Pet’rs. Br. 21,30."

Instead, the legislative history shows that Sectien‘201 ’S preponents were
appalled that researchers were dosing pregnaﬁt women and children with pesticides
at all. Representative S:olis, the lead House sponsor, summarized this sentiment, =
saying: “[i]t should never have taketxvplace, the testing of pesticides on humans,
particularly chilctren.” A647. Senator Boxer, the lead Senate sponsor, aske_d._“whet’-}

more of a moral issue can we be facing than allowing these students to have

This explanation, which rests entirely on litigation counsel’s say so rather than
citation to the record, does not advance EPA’s cause; the Agency obviously
remains obliged to “avoid . . . noncompliance” with Section 201, inadvertent or
otherwise. | :

1 Nothing in the record remotely supports EPA’s new assertion that Section
201 will deter development of mosquito repelling products. EPA Br. 34 n.10.
Pesticides need not be applied to children to test their effectiveness against
mosquitoes, and EPA has repeatedly made clear it does not need human studies to
regulate pesticides in a manner that is protective of human health. See 151 Cong.
Rec. H3671; A650. ’ '

15



chloropicrin pu'mpedvthrough their nostrils at a level 12 times‘ higher than thve‘s\afety
level that OSHA, our Federal Government, says is safe?” 151 Cong. Rec. S7553
(June 29, 2005). .Criticv:iz,irig anothér study, involving infants, Section 201’s co-
sponsor, Senator Nelsoﬁ, wondered: “Can anyone believe this is going on in the
United States of America in the year 20057 . . -1 certainly waé not going to lét
th;ﬁ sort of thing go on in my State and it should not be gbing onvin any State'.”
151 Cong. Rec. §7553-87554 (June 29, 2005). |

These floor statemenfs reflect congressional recognition that the dangers of
human dosing experiments have nothing to db with whether the study is intended
for EPA’s considerationundér a particular statu‘te.v ‘The dangérs inhere in the |
experiments. This is Why Sebtion 201 eipressly applies ndt only to EPA’s
“consicier[aﬁoh]” of such experiments, but also to the studies’ “conduct,” |

regardless of the bstudy sponsors’ intentions.’* SPAL1.

1% Some of the studies that horrified Section 201°s proponents were no doubt
intended for EPA consideration under the FQPA. This hardly proves EPA’s claim,
EPA Br. 31-33, that despite the clear language of Section 201, Congress meant not

- to regulate identical experiments conducted with a different intention. Indeed, a
number of the studies that Section 201’s sponsors condemned were conducted long
before the FQPA was enacted. A705-06. EPA cites no evidence that these studies

- were “intended” for use under FIFRA or FFDCA.
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IH. The Rule Contravenes the National Academy’s Proposed Principies

Section 201 required EPA to promulgate a rule that “shall be consistent with
the .principles proposed in the 2004 report of thé National Academy of Sciences on .
intentional human dosing.” SPA1. _The Academy’s Report makes dnly one-set of
propdsals; they are set forth in seventeen, enumerated Recommendations.
| vPetitioners_’ opening brief demonstrated that EPA’s .Rule is inconsistent With these
Recdmmendations, and EPA does not diéagree.

Instead, EPA claims that when Congress referred to the “pﬁnciples propo.sed
by the 2004 report of the National Acédemy of ‘Sciences,” Congreés was referring
to three principles (“beneficence,” “justice,” and “respect for persons™) identiﬁe’d‘
in .a 1979 document called the “Belmont Repoﬂ.”. A1286. EPA contends that
thesg three “principies” are also ‘-‘contained in the NAS Report,” EPA Br. 37, }and :
“form the basis for marny of” the Report’s recommendatjoné, EPA Br. 39
(emphasfs added). From these premises, EPA urges thé' Court to conclpde that the
3 Beimont Report’s principles are “the principles proposed” by the Academy, and
adopted by Congress, even though neither thp text of Section 201 nor its legiélative
history ever mention these principles. |

| A threshold dif_ﬁculty with EPA’s argurﬁent is that C_ongf‘ess did not reqﬁire
consistency with some subset of pﬁnciples “contained in” (EPA Br. 37) the |

Academy’s Report. Congress required consistency with the principles that Report

17



“proposed.” SPA1l. A "‘proposal” is, of course, a “recommendation.” Random

. Houﬁe_ Ui?abridged Dictionary 1551 (2d ed. 1993). The Academy exp'licitly set
_forth its “proposals” in its Recommendaﬁons. A129 (“Because of . . . the need to
~ be specific aboﬁt the prbposals being made, the recommehdations follovy;”).'

By contrast, the Academy never “propdséd” the Belmont principles, let
alone proposed those pripciples as the sole principles of the Academy’s. Report.
The Belmont Report was just one of the several “authoritative statements” thaf the
Academy concluded collectively fepresented the (then—existing) “basic standards
that govern humén research in the United States.” A127, 234; Pet’rs.A Br. 46-47.

A ‘Far from “prpposihg” these principles, however, the Academy found them too
“unclear, indetermiqéte, inconsistent, ;md freciuently contradictory”»bto provide
appropriate guidance for toxicant reseatch. A235. This was §Vhy the Academy "
offered its v“own judgments,” id., as set forth 'in its Recommendétions. “EPA’s |
selective adoption of the most “unclear” and “indeterminate” of the several pre;
existing statements of principle would turn the Academy’s work on its head.”

EPA’s claim (EPA Br. 37) that the Academy’s‘ Recommendations do not set -

- forth “principles” is also wrong. In one meaning, a “principle” is “a standard . . .

> EPA’s unprincipled selectivity is highlighted by its implicit admission that
the Belmont principles were not a basis for all of the Academy’s proposals. EPA
Br. 39. For example, the Belmont principles were never mentioned in the
Academy’s chapter setting forth scientific principles, which is not surprising, since
the Belmont Report addresses ethics, not science. A189-206.
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for guiding conduct or practice,” Raﬁdom House Unabridged Dictionary 153§ (2d
ed. 1993). This meaning aptly describes the Academy’s Recommendations. That
this was the meaning Congress used in Section 201 is demonstrated by Section
201 ’s othef uéé of this word td refer to the “principles of the Nuremberg Code.’;
EPA concedes that the Nuremberg Code’s “principles” are the ten standards
enumerated in that Code. A529. Notably, the Nuremberg Code’s principles are
Speciﬁc, codified ruleéof conduct. They aré similar in enumeration, structure, and
detail to the.-Academy’s Recommendations — and entirely dissimilar to the Belmont
Report’s vague iﬁ?ocations of “justice,” “benéﬁcence,” and “respect.” Thus;
Congress’ use of the phrase “princ;iples propbsed” to refer to the Aéademy’s
Recommendations is not oi_ﬂy consistent with .common usage, it is tﬁe only usage
of “principles” that is consistent with Congress’ othef use of that sar_ﬂe word, in the
same sentence, to_ refer to the Nufemberg Code.

Nor doeé our reading of the statute render Section 201’s requirement of an
“z’ndependent Hﬁmaﬁ Subjects Review Board,” SPA1 (emphasis added), redundant
- with the Academy’s recommendation of a “Human Studies Review BQard;” A258.
The Academy proposed a Review Board “internal” to EPA and explicitly
recommendéd that this Board not be “independeht.” ‘A259. Congress’ requirement
of an “independéﬁt” board is thus not “redundant,” EPA Br. 38, but reflective Qf

Congress’ disagreement with this single aspect of the Academy’s proposals.
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To be suré, Congress could ha;/e referred to the Academy’s seventeen
proposals as “Recommendations,” rather thén as “principles proposed,” but there
was no need for Congress to do so. The English language is sufficiently resilient -
to aliow Congress to choose aﬁmong words and phrase_s that, in context, convey the
same meaning. Inlordi-nary English, “principles proposed” means “recommended

_standards for guiding conduct.” That phrase succinctly and accurately describes
the.Academy’s Recdmmendations.

Cdngress’ meaning is confirmed by t_hg 1egislative history. The ﬂbor_ ,
debates are reﬁlete with Statemcnts by Section 201’s proponents that the law woulc.ly‘
require EPA to abide by the Academy’s ‘;recofnmendations.’; 151 Cong. Rec.
H7019; 15 1 Cohg. Rec. H7020-H7021; Pet’rs. Br. 44-45, Th¢ Belmont principles
are not mentioned. This iegislative history thué reinforcés the textual aﬁalysis.

“Even for an agency abIe to claim aﬁ the authorify possiBle under Chevron,
deference to its statutofy interprctatioﬁ is called for only when the devices of

_ judicial constfuction have been tried and fpund to yiéldl no clear sense of
congressional intent.” General Dynamics Land Sys., Inc. v. Clihe, 540 US 581,
600 (2004). Here, the text and history of Section 201 dd provide a “clear sense”
that_ Congress. intended EPA td confofm to the Academy’s Récommendations, not

the Belmont principles. EPA’s unreasonable interpretation should be rejected.

20 -



~IV. The Rule Violates the Nuremberg Code and FIFRA Section 12

Section 201 requires EPA’s Rule to be “consistent” with the Nuremberg
Code. SPA1. Innormal usage, “consistent” meaﬁs _“agfeeing or accordant.” See
Randoﬂ -House Unabridged Dictionary 434 (2d ed. 1993). The Hﬁman Testing |
Rule, however, éuthorizes human experiﬁlents that are not consistent with, and in
some cases violate, the Nuremberg Code. The Rule also contravenes FIFRA
section 12(a)(2)(P); S?AZ.

A.  The Rule Authorizes Toxicity Experiments Without the Subject’s
Fully Informed, Comprehending, and Voluntary Consent

Petitioners’ opening brief showed that EPA’s Rule allows someone other
fhan the human subject to “consent” to the experiment, n Violation of the
Nurerﬁberg Code énd FIFRA section 12(a)(2)(P); fails to require that the human
subject be free of “any element . . . of constraint or coercion,” in violation of the
Nuremberg Code; and fails to ensure that the human subject “COmprehen[ds]” the
risks, also in Vioiation;of the Nurembérg Code. See Pet’rs. Br. 49—55 ; A529.
EPA’s defenses are unpersuasive.

EPA first suggests that all the studies with whiéh Petitioners are concerned —
studies lthat EPA admits contaihed “misleading statements in the infprméd .consent _
materials” — are irrélévant because those studies “took place prior” to the Rule.

EPA Br. 45 (emphasis in original). EPA misses the point. Section 201 does not

only restrict EPA’s consideration of experiments that may be conducted in the
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future. It also restricts EPA’s cbnsideration of existing studies, including sfudies
conducted before the Rule was promulgated. Section 201 ’s text suggests no
exception for EPA consideration of past studies, SPA1, and the legislative history
makes clear Congress’ specific purpose to stop EPA from using these studiés.
A647 (Rep. S‘olis) (“All of the studies Currently peﬂding before EPAIv ... fall far
short of the stringent cﬁtcﬁa for EPA consideration outlined by thé NAS and the
Nuremberg Code, and requiréd by this amendment.”); 151 Cong. Rec. S7553 (Jun.'e
29, 21005)‘(Se1:1. Boxer) (similar); 151 -Cong; Rec. S7557‘ (Juné 29, 2005) (Sen.
Burns) (critiquing Boxer amendment for prohibiting use of existing' studies).
Nor does the Rule ens_ﬁ,re prospec_tive consist'enéy with the Nuremberg Code.
The Agency’s lead argument is-that because the Nurembérg Co.de’s first principle
uses the word “should,” rather than “shall,” most of the principle is optional. EPA
Br. 46. Consistency. with an optional'principle would not be difficult. Howéver, |
EPA’s argumenf ighoresklth'e first sentence of this principle: “The voluntary coﬁsent
. of the human subject is absolutely essential.” A529 (emphésis addcd). ‘Consent by
someone other than the human subjéct violates this standard.
'EPA’s argument would also eviscerate virtually the entire'Nuremberig Code,
- as well as Congress’ dirécti’on to conform to that Code. “Shéuld” is the '(')pérative
word in niﬁe of the Nuremberg Code’s'ten principleg — none of which ‘use “shall.”.

A529. That the Nuremberg Code uses the language of ethics (“should™), rather
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than the mandatory language of law (“shall”), cannot mean that Congress intended
compliance with its prihciples to l;e voluntary. If tﬁat were the case, the most
| fundamental requirements .of the Code — including fhe principles that a human
subject “should” be} protected against death or disability (Principle 7) and “should”
be able to withdraw from an experiment while it is -und'er'way (Principle 9) — would
amount to little fnore than a nice idea.'® o

 Petitioners do not, as EPA claims. (EPA Br. 44), demand “exact
correspondence” between EPA’s Rule and the text of the Nurembérg Code. What
Section 201 requires isAsubstantive consiétency. EPA’s Rule‘alléws experiments to
be conducted that violate the Code. The vRule_ is therefore inconsistent with that

v Code. and Section 201."

' EPA’s “should” argument also fails because EPA did not articulate this
rationale at any point during the Rulemaking. See Motor Vehicle Mfrs. Ass’n, Inc.
v. State Farm Mut. Auto. Ins. Co., 463 U.S. 29, 50 (1983) (agency action “must be
upheld, if at all, on the basis artlculated by the agency itself”); Gifford Pinchot
Task Force v. U.S. Fish & Wildlife Serv., 378 F.3d 1059, 1072 n.9, 1074 (9th Cir.)
(a court may “only rely on what the agency said in the record”), amend on other
grounds, 387 F.3d 968 (9th Cir. 2004).

17 EPA’s defenses to two of Petitioners’ other concerns are equally unavailing.
First, the Rule’s direction only to “minimize the possibility of coercion or undue -
influence” plainly does not ensure that a human subject must “be able to exercise

free power of choice, without . . . any element of . . . constraint or coercion,” as
required by the Nuremberg Code. An element of constraint can remain even after
coercion has been “minimized” to the extent the circumstances (of, say,
imprisonment) allow. Second, EPA’s claim that its Rule ensures “comprehension”
by human subjects ignores the only evidence on this issue before EPA, which was
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Nor is EPA correct that “the issue of legal representatives providing consent
on behalf of children . . . is not at issue.” EPA Br. 47. EPA has placed such
experiments at issue by declining to piohibit pestieide toxicity experiments on
children unless the experimenter intends to submit the results for EPA’s
consideration under FIFRA'er FFDCA. See supm, at Argument II. In any event,
EPA’s ai'gument simply highlights-the Rule’s authorization of pesticide toxicity -
experiments on persons who are mentally infirm, incapacitated, or imprisoned, if a
“representatiVe” prevides “consent.” EPA defends this chilling proposition by
| arguing that the Declaration of Helsinki, Common Rule, and Belmont Report dQ ‘
not prohibit eonsent by a “representative.” EPA Br 47. EPA similaﬂy argued,
dnring the rulemai(ing, that ethical principles had “evohred,” A1277, and that later
statements of ethics provided “much more viable gliidance’; than the Nuremberg |
" Code itself. Al1 82; seé also EPA Br. 47i Congress required consistenCy with the
‘ Nuremberg Code, however, and EPA may not discard that Code whenever EPA

believes itto be dated. See A647 (151 Cong.\Rec. H7020 (July 28, 2005) |

the Academy’s conclusion that the Common Rule standards that EPA’s Rule
adopted provide too little guidance to ensure comprehension. A244.

In any event, EPA’s rationalizations of how the Rule conforms to the
Nuremberg Code’s “comprehension” and “without any element of . . . constraint”
requirements come too late in the day. Neither explanation was ever articulated by -
EPA during the Rulemaking. A1277-78. When Petitioner objected that the draft
- rule failed to ensure full comprehension, for example, EPA ignored the comment.
A1180-81. EPA’s action “must be upheld, if at all, on the basis articulated by the
agency itself” during the Rulemaking, not “counsel’s post hoc rationalizations.”
Motor Vehicle Mfrs. Ass’n, 463 U.S. at 50. ' ‘ '
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(statement of Rép. Solis) v(“This amendment forbids the EPA from considering any
intentional human dosing study unless it meets the minimum ethical and scientific
safeguards éutlined in. ..the 1947 Nurembérg Code adopted after World War
I‘II.”)). ‘ |

The Rule alsb is contrary. to FIFRA section 12(a)(2)(P), 7US.C.§
136j(a)(2)(P), which bars human pesticide experiments without the “fully
‘informed” consent of “such human beings” on whom'pesticides are tested. SPA2;
_ Pet’rs. Br. 51-52, 53. Notwithstanding EPA’s summary conclusion tb the éohfrary,
EPA Br. 48, the Rule obviously allows tests to proceed without thé consent of
“such human beings” when “consént” is given by a representative. 'I'hé Rule is
contrary to FIFRA section 12(a)(2)(P) and should_therefore be set aside. See 5
US.C. § 706(2)(A).

B. The Rule Contravenes the Nuremberg Code’s Requirement that
Human Experiments Be Based on Prior Animal Studies

The Nurémberg Code allows human experimentation only if the experiment
is “so designed and based on'the resu1t$ of animal experiméntation . . . that the
anticipated ‘results justify the performance of tﬁe expe_riment..” A 529. EPA"s
~ Rule, by cohtrast, authorizes human toxicity efcperimc,nts withouf regard to
whether they are (or are not) bésed on prior animal studies.

EPA’s fesponse, that it “has access to all available léboratOry animal

studies,” simply begs the question. EPA Br. 51 (emphasis added). Neither the
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Human Testing Rulve nor any other alithority cited by EPA actually requires that
ahimal studies be “available” before a human experiment is conducted; EPA’s

| implication that “the animal studies.”' are “‘requiredA to Be sﬁbmitted under” thé Rule,
- EPA Br. 51, is thus.at best misleading :and at.worslt uhtrue. Nor does the Rule |
reqﬁiré, as it should, thét human experiments be based on pridr animal studies.‘
While EPA m.ay Teview any animai studies ‘that happen to be available, nothing in
.the Rule directs EPA to do so. Al1278 ‘(EPA acknowledgeﬁent that its rule does
not address Nuremberg Code principle three “directly”). |

The Nuremberg Code sets forth a clear requiremeﬁt that EPA’s Rule ignores.

In lieu of the Code’s substantive standard, EPA offers process. Proée_ss is nét |
suBstance, however. Nothing in the Rule directs EPA to ensure consistency with
the Code, and EPA c’ould as easily decline to do so. EPAL’s claim that the Rule’s

procedures al/low EPA later to correct the Rule’s substantive deficiency falls short..

C.  The Rule Ignores the Nuremberg Code’s Requirement that -
Human Experimentation Be Conducted Only When Necessary

Thc Nuremberg Code’s second principle prohibits human experimentati_on :
unless the exﬁeriment is “such as to yield fruitful results . . . uhproéur'éble by éthér
.. . means of study, and ndt ‘; .. unnecés_sary .7 AS29. EPA’s Rule contains no
substantive_ly' consistent condition. Instead, EPA asserts that it will review
- experiments to ensure that ;‘[r]isks to subjects are reasonable in relation to

anticipated benefits.” EPA Br. 52 (alteration in original). The Nuremberg Code’s
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| sevcond prinéiple does not articulate a balanciﬂg test, however, but a bright line:

- Human expeﬁments may not be conducted unless other types of studies cannot
proéure the information. Because the Rule allows experiments that would violate
" this principle, the Rule contravenes Section 201.

V.  The Court Should Vacate and Remand the Human Testing Rule

This'Court should vacate the Human Testing Rule rather than accepting
EPA’s ihvitation to leave th¢ Rule in place while EPA revisits ité flaws. EPA Br.
at 54 1n.16. The difference is important. Sectioﬁ 201 impos}ed a moratorium on
. EPA’S conduct and use of intentional human dosing pesticide toxicity experiments
until EPA prémulgated' a Rule fhat‘mef certain standards. SPA_I. AThis moratorium
is not a “regulatory gap,” as EPA suggests, EPA Br. 54 n.16; it is a ban.
Petitioner‘s do not “favor” EPA’s issuance of a substantively inadequate regulation
that lifts that ban on EPA conducf and use of human toxicity experiments.

EPA’s promulgation of the Human Testing Rule has had real, harmful
consequences for Petitioners and their members. In the months after EPA
: ﬁromulgated the Rule, EPA relied on human doéing toxicity eXperiments to
increasé allowable pesticide expdsu're l’imits' and to weaken public health
protections. Had EPA not promulgated this Rule, the Agency cbﬁld not hév_e used

the human studies to justify these weakened standards. If this Court vacates the
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Appropriations Act language

None of the funds made available by this Act may be used by the
Administrator of the Environmental Protection Agency to accept, consider or rely
on third-party intentional dosing human toxicity studies for pesticides, or to
conduct intentional dosing human toxicity studies for pesticides until the
Administrator issues a final rulemaking on this subject. The Administrator shall
allow for a period of not less than 90 days for public comment on the Agency's
proposed rule before issuing a final rule. Such rule shall not permit the use of -
pregnant women, infants or children as subjects; shall be consistent with the
principles proposed in the 2004 report of the National Academy of Sciences on
intentional human dosing and the principles of the Nuremberg Code with respect
to human experimentation; and shall establish an independent Human Subjects
Review Board. The final rule shall be issued no later than 180-days after
enactment of this Act. :

Department of the Interior, Environment, and Related Agencies Appropnatlons Act,
2006, § 201, Pub. L. 109- 54 119 Stat 499. (Att. 1)
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 JURISDICTIONAL STATEMENT
On February 6, 2006, Respondent. United States Environmental Protection
Agency (“EPA”) issued a final rli1e5 entitled “Protections for Sﬁbj ects in Hurﬁan
Research” (the “Research Rule”), which Petitiohers challenge in these consolidated
cases. The Research Rule was promulgated pursuant to Seetion 201 of the
Department of theInterior, Ehvirehment and Related Agencies Appropriations
| Act, 2006, Pub. L. No. 109-54, 119 Stat. 499 (the “Appropriations Act”); Section
408(e)(1)(C) of the Federal Food, Drug, end Cosmetic Act (“FFDCA”), 21 US.C.
§ 346a(e)(1)(C); Sections 3(a) and 25(a) of the Federal Insecticide, Fuhgicide and
Rodenticide Acf (“FIFRA”), 7 U.S.C. §§ 136a(a), 136w(a); 5 USC § 301; and 42
USC § 300v-1(b). 71 Fed. Reg. 6138, 6168 (F.eb. 6, 2006), (SPA4, SPA34).Y
~ This Court lacks jurisdiction over these petitions fer reVieW beeause the

Petltloners lack standing to br1ng their challenge For the reasons explalned

below, znﬁa at 19-29, Petitioners cannot show the requisite mJury for constitutional
standmg because the Research Rule does not subJ ect them to any exposure to
_pesticides. Further, Petitioners cannot establish standing based upon a speculative -
* chain of events that }couvld‘ lead toa hypotﬁetical injury associated with the
possibility of higher pesticide exposure levels that might be established in future |

EPA proceedings. In addition, Peti_tieners’ alleged injuries are not traceable to the

o References to documents contained in the Special Appendix are cited as
“SPA[page number]” and to documents contained in the Appendix as “A[page
number].” The Special Appendix and the Appendix were filed by Petitioners on
October 4, 2006. - . ,



Research Rule because the Rule itself does not estabhsh ahy less stringent
exposure levels for pesticides. |

If the Court finds that Petitioners have standing, then this Court has subject
matter jurisdiction to review the final agency actions under Section 408(h)(i) of -
FFDCA, 21 U.S.C. § 346a(h)(1). The petitions for review were timely filed on
February 23, 2006, February 24, 2006, and ‘April 6, 2006. i -

SMNLQF_IS_S_U_E

1. Whether the petitions should be dismissed because Petitioners have failed
to present evidence demonstratlng that the Research Rule causes any actual or
imminent concrete injury to themselves or their members, or that any alleged injury
is traceable to the Research Rule, and thus have failed to demonstrate standing
“under Article III of the Constitution. |

2. AWhether the Research Rule, which prohibits third-party research
‘ihvolving intentional exposure of pregnant women, infants or ohildreh when that
‘research is intended to be submitted to EPA under FIFRA or FFDCA, satisﬁes the
,« Appropriations Act’s requiretnent that the Research Rule not permit the use of
- pregnant women, infants or children as subjects in thrird-party intentional dosing
homan toxicity studies for pesticides.

3. _Whether the Research_ Rule, because'it is consistent With the prihciples of
respect for persons. beheﬁeence and justice contained in the 2004 report of the
‘ Natlonal Academy of Sciences on 1ntentlona1 human dos1ng (the “NAS Report”) is

" consistent with the ¢ pr1n01ples proposed in” the NAS Report



4. Whether the Research'Rule, which inter alia exfends the requirements
for voluntary, fully informed consent 'to ‘third—pafty' résearch iﬁtended to be
submitted to EPA under the pesticide laws, is consistent with the .'principles of the
Nuremberg Code and the requirements of FIFRA.

STATEMENT OF THE CASE
' Scientiﬁq research» with human subjects has providedba great deal of valuable

information to help characterize and control risks to public health. EPA believes
that, in generél, it can best brotect public health by considering all available,
vrelevant, scientifically sound information, including, where appropriate,
_ | ih_formation developed through research with hu'an subj écts. 71 Fed. Reg. af
- 6139 (SPAS). However, research with human subjects has also raised ethical
concerns fof thé welfare of the huma_n partic‘ipants.‘r The publié has long debated
the circumstanCes under .which it should be considered ethical to use humans as
éubj ecfs in fesearch, and when it Wo'uld be appropriate for fhe government to rely
én the results of ethically problematic research. That debate has intensified in
recent years. | |

- In 1991, EPA, along with fourteen other federal departments and agencies,
promulgated regulations known as the “Common Rule” to govern the ethical and
sc_ienﬁﬁc conduct of research with human subjects conducted ér supported by these
- federal departments or agenéies. However, studies nof cbnducted or supported by
the federal government (“thifd-pafty studies”) ha\)e generally nof been regulated.
This regulatory gap wés highlighted by EPA’s recent receipt and evaluation of
cerfain human studies submitted ﬁnder FIF‘RA and FFDCA. In 2005 , Congress

3



included a section in the Appropriations Act directing EPA to undertake additional
rulemaking to address third-party intentional dosing human toxicity studies for
pesticide-s. |
Section 201 6f the Appropriations Act idehtiﬁed several clem_ehts for the
content of the rule. It directed that‘the rule not pérmit the use of pregnant women,
infants or children as subj ects in suéh third-party studies. 119 Stat. at 531 (SPA1)
It also instructed that the rule be “consistent with the principles proposed in the

| 2004 report of the National Academy of Sciences on ihtehtional human dosing and
the principles of the Nuremberg Code with respect to human experimentation.”
119 Stat. at 531 (SPAL1).
| In February 2006, EPA promulgéted the Resvearch Rule, which significantly
strengthened and expanded protections for subjects of human research. The |
- Research Rule addresses, inter aZz’a, two prifnary topics relevant to this case: (i)_it |
establishes standards for persons conducting studies involving intentional exposure
of human subjects intended to be submitted ‘to EPA under FIFRA or FFDCA; and
(ii) it establishes sténdards that govern the use by EPA of such studies under these
statutes, regardless of who conducted or sponsoréd the studies of for-what purpose
they were conducted. |

- First, thé Reséarch Rule extends the Common Rule requirements previously
applicable to studies conducted or sponsored by EPA to third-party studies
involving intentional expdsure to human subjects that are intended for subnﬁssion
o EPA under FFDCA or FIFRA. It prohibits third par-tiés from conducting
intentional dosing studiés intended for submission to EPA under FFDCA or FIFRA |

4



- with pregnant woman or children as subjects. The Re_search Rule also placesA
, edditional restrictions on human research conducted or supported by EPA. 1t
prohibits EPA from conducting or suppofti»ng research involving intentional
exposure with pregnant women or children as subjects.

Second, the Reeearch Rule sets new standards for EPA’s consideration of
completed research for pesticides; whether conducted before or after the effective
date of the Rule. For example, the Research Rule precludes EPA from relying, in
its actions under FIFRA or FFDCA, on any intentional dosing toxicity studies that
either involve pregnant wo.men or children as subjects or are otherwise considered
- unethical, except ih narrowly defined circumstances. |

Petitioners, who are groups whose purposes include minimizir;g exposure to
- pesticides, contend that the Research Rule is hot sufﬁciently stringent.
Petitioners’ challenges stumble at the Constitutional threshold because Petitioners
lack Article III standing.- Because numerous, speculative contingencies must occlir
| ‘before any Petitioner coul'd raise an actual controversy or assert an actual injury
traceable to the Research Rule, Petitioners cannot demonstrate standing. |

If the Court reaches the.merits of Petitioners’ claims, it will find that EPA
. rea’sona‘bly -interpreted the provisions of the Appropriations Act in adopting the |
Research Rule‘ In light of the context of the Appropriations Act and the regulatory .
actions Congress sought to address by the Act, EPA reasonably interpreted the
requirement that pregnant women, children, and infants not be subjects in
: "‘intentional dosing human toxicity studies for pesticides” as applying to studies
intended to be submitted to EPA under FIFRA or FFDCA. In addition, giyen the
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pattern of references within the NAS Report to “principles”, EPA reasonably
interpreted the phrase “principles proposed in thé 2004 report of the National
Academy of Sciences on intentional human dosing” to refer td the principles
repeatedly referenced in the NAS Report, rather than the separate, specific
recommendations contéined in the NAS Report. Finally, thé requirements for
informed consent and other provisions of the Reééarch Rule ére consistent with the
principles articulated in thé Nuremberg Code aﬁd with FIFRA Section 12(a)(2)(P).
L. Statutory and Regula,tory Bapkground

A. Pesticide Tolerances under the FFDCA'

Section 408(b)(1) of the FFDCA, as amended by the Food Quality Protection
Act (“FQPA”), authorizes EPA té establish, by regulati.on, “tolerances” that set the
maximum permissible levels of pesticide residues in or on foods. 21 U.S.C. §
346a(b)(1). EPA may establish regulations settihg a tolerance for a pesticide
residue or, in appropriate cases, an exemption from the tolerance reqﬁiremént, only
if EPA detérmin_es that the tolerance or. eXemp‘;ion is ‘_‘safe.” FFDCA section
408(b)(2)(A)(1) & (c)(2)(A)(i), 21 US.C. }§ 346a(b)(2)(A)() & ()(2)(A){). A
~ finding that a tolerance or exemption is safe must be based on “a reasonable
: certainty that no harm will result from aggregate exposure to the pesticide chemical
residue,l including all anticipated dietary exposures and all other exposures for
‘which there is reliable information.” FFDCA section 408(b)(2)(A)(ii) &
| (©)(2)(A)(ii), 21 U.S.C. §'346a(b)(2)(A)(ii) & (c)(2)(A)(i).
| In amgnding FFDCA, the FQPA also required EPA to reevaluate the safety
- of all pesticide toierances‘existing at the time of the FQPA’S enactment in 1996, |
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based on a more stringent and scientifically éorﬁplex evalﬁation of risk factors. See
FFDCA section 408(q), 21 U.S.C. § 346a(q). Thé FQPA mandated that EPA,
when calculating safe levels of total exposure fo_r purposes of setting tolerances,
apply an additional ten-fold margin of Safety (i.e., reducing the level of acceptable
exposure by a factér of ten) to account for, inter alid, potential pre- and post-natal
toxicity unless reliable data Sth that a different safefy factor‘is safe for infants -
~ and children. 21 USC § 346a(b)(2)(C). Congress required this reassessment,
which involve‘s._ -over 9;000 pesticide uses, to be completed within ten yeérs of the
FQPA'’s enactment, which period ended on August 3, 2006. Id.; see A23.

B. Salg, Distribution and Use of Pesticides Under FIFRA |

Under FIFRA, EPA regulates thé sale, distribution, and use of pestiéides
through a licensing or registration program. Reguiation of pesticides undér FIFRA
and FFDCA is closely linked. Under FIFRA, EPA may not issue a fegistratibn for |
apesticide that causes “unreasonable adverse’ effects on the environment.” Seé
FIFRAI section 3(c)(5) & (7), 7 U.S.C. § 136a(c)(5) & (7). That phrase is deﬁned
to include “ény,unreasonable risk to man or fhé environment” or “a human dietary
risk from residues that result from a use':: of a pesticide in or on any food
inconsistent with the standard undgr [FFDCA section 408].” FIFRA section 2(bb),
7US.C.§136(bb). | | | | |

Like the FFDCA, FIFRA contains requirements that EPA fe—examine
existing pesticide registrations to assure that they meet current standards for
registration, énd fhe statute contains schedules for doing so. FIF RA section 4, 7

U.S.C. § 136a-1.



With respect to studies involving human subjects, F.IFRA riiakes it unlawful
“to use ény pesticide- in tests on human beings unless such human beings (i) are
fully informéd of the nature and purposes of the test and of any. physical aind |
mental health consequences which are reasonébly foreseeable therefrom, and (ii)
freely volunteer to participate in the test[.]” FIFRA section 12(a)(2)(P), 7 US.C. §
136j(2)(2)(P). |
II. Protections for Subjects in Human Research

Human testing to determine the effects of various substances, including
pesticides, has been undei'téken and the results have been submitted to the United
States government for many years. However, for the past several years, EPA has
been at the center of an _intensé debate about the merits and potential use by .EPA of
human studies submitted under the pesticide laws and about what to do with
human studies that are ethically deficient. ,Sée 71 Fed. Reg. at 6139 (SPAS);
A144-46 (NAS Report).

EPA believes it is important to utilize thé data available in order to
determine the appropriate level of exposure that Wili satisfy its obligations under
FIFRA and FFDCA. EPA’s understanding of the potentiél risks of pesticidés- to
people is usually‘ based on many tests performéd with iaboratory animals. 71. Fed.
Reg. at 6139 (SPA5S). Soinetimes, however, animal data can provide an incomplete
or misleading picture ofa sﬁbstance’s safety or risk. Id. EPA also has received
research involving human subjects, such as epideiriiological studies, monitoring
studies, and intentional do'sing studies, which can provide additional data that is
- relevant to EPA"s determiiiations under FIFRA and FFDCA. The available data
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for a specific pesticide, which may inclﬁde animal studies as weli as human
studies, can provide a.basis for establishing a more stringent regulatory standard, a
less stringent,fegulatory standard, or maintaining a current regulatory standard. If
the data show that a less sﬁingent regulatory standard is appropriate, EPA is
complying with its statutd_ry mandetee under FIFRA and FFDCA by setting the
standard at that level. Even when human research does not show people to be
more ‘sensitive .tha.n animals; scientiﬁcally sound human data developed undef
strict ethical standards can strengthen the basis for EPA regulatory actions. Id.; see
also A129 (NAS Report);
" A.  History of EPA’s Human Testing Policy

“To ensure the proteetioﬁ of mdividuals pe.rticipating as subjects in human
testing that EPA conducts or supports, EPA joined ethef federal departrnen;cs and
agencies in jointly promulgating the “Common Rule” in 1991, codified for EPA.at
40 C.F.R. Part 26, Subpart AZ The Common Rule requires that hufnan festing |
~ conducted or supported by EPA meet _striet ethical ahd scientific standards. For
example, the Common Rule imposes demanding procedures concerning infermed
and free consent 40 CF.R. §§ 26 111(a)(4)-(5) 26. 1’16' In addition the Common
Rule requlres inter alia, approval by an Institutional Rev1ew Board (“IRB”) before

human testlng begms and continuing oversight thereafter by the IRB. 40 CFR. §

¥ Various agencies involved in human research developed the Common Rule
cooperatively. Fourteen other agencies have promulgated regulations comparable -
to EPA’s codification of the Common Rule. See, e.g., 56 Fed. Reg. 28,003 (June
18, 1991) (promulgation of regulations by multiple agencies).
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26.103(b). An IRB is a board of at least five members with varying backgrounds
and possessing the professibnal competence, eXperience and expertise to review
adequately research activities preseﬁted for its approval. 40 CFR. § 26.107(a).?
In 1999, in response to continuing public Coﬁce’rﬁs over human research with
pesticides, particularly certain human studies submitted by third parties in support
of pesticide actions, EPA convened an adVi‘sory committee under the joint auspices
of the EPA Science Advisory Board (“SAB”) and the FIFRA Scientific Advisory
Pane.l (“SAP”). This adViSOry committee compléted its feport in September 2000.
Al1-67. Although the committee agreed on several broad prinéiples, no clear
consensus emerged on many other points, including either the scienftiﬁc merit or
the_ethical acceptability of studies to identify or to measure toxic effects of
pesticides in human subjects. The public debaté continuéd. See A159-60 (NAS

Report). |

¥ NRDC incorrectly asserts that EPA has only partially implemented the
Common Rule. See Pet. Br. at 17, 29 n.10. The Common Rule consists only of the
regulations set forth in the document establishing the common Federal Policy for
the Protection of Human Subjects as contained in the Federal Register notice of
June 18, 1991. See, e.g., 56 Fed. Reg. 28,003, 28,004, 28,012 (“Each of these
Departments and Agencies have adopted the common rule as regulations to be
codified as listed above.”; “The text of the Common Rule ... appears below...”).
This policy, which became the Common Rule, was based on Subpart A of the

Department of Health and Human Services’ (“HHS”) regulations; the policy, as
concurred in and then adopted by all affected federal departments and agencies, did
not incorporate Subparts B, C, and D of HHS’ regulations. Thus, those subparts
are not part of the Common Rule. Id. at 28,004-05. EPA has implemented the
Common Rule in its entirety.
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In Decembér 2001, EPA requested that the Nationél Academy of Sciences
(the “NAS”) review scientific and ethical issues conceming third-party intehtional
dosing studies. 71 F ed. Reg. at 6140 (SPA6). Specifically, EPA ésked the NAS to
= provide advic'e’ on the question of whether and, if so, under what circumstances,
EPA should accept and consider i_ntenfional human dosing studies conducted by
thifd parties to gather evidence relating to the risks of a chemical or the conditions
under Which exposure to. chemicals could be judged safe. A124; see also A165‘4-66
(setting forth the specific statemeht of task). |
In réspohse, the NAS issued a lengthy report in 2004. A107-331. The NAS
Report endorsed the ethical principies of respect for ‘perso'ns, beneficence and
justice. A236. The feport made seventeen recommendations to strengthen EPA’s
oversight of hﬁman research and to prdVidé guidance for the use of inteﬁtional t
hurﬁa_n dqsing studies by EPA. See A129-43. | | |
In 2005, Congress addressed the issue of human .testing for pesticides. In -
Section 201 of the Appropriations Act,-Congréss specified that none of the funds
"made available by that Act‘ may be used by EPA to “accept, consider or rely on.‘
thirdépal'ty intentional dosing humanv,toxici'ty studies for pesticides, or to conduét :
" intentional dosing human toxicity studies for pesticides until the Administrator |
- issues a ﬁhal rlilemaking on this subject.” Pub. L. No. 109-54, Section 201, 119
Stat. at 53 1 (SPAI ). Congress further provided that such rulé “shall not permit the
“use of pregnant women, infants or children as subjects [and] shall be cdnsistent
with the principles prop‘osed’ in the 2004 report of the National Academy of -
Sciences on intentional human dosing and the principles of the Nuremberg Code
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with respect to human experimentation Id The Appropriations Act also required
that the rule estabhsh an independent Human SubJ ects Review Board. Id. Finally,

| the Appropriations Act required that the rule be promulgated no later than 180 days
after enactment of the Appropriations Act. Id.

EPA promulgated the Research Rule on February 6, 2006, culminating
several years of agency deliberations and meeting the requirements of the
‘Appropriations Act. The Research Rule strengthens and expands protections both

-~ for research conducted or supported by EPA and for “third-party” intentional
exposure human research and intended for submission to EPA under FIFRA or
FFDCA. First, with respect to research supported or conducted by EPA, the
Research Rule categorically prohibits any research involving intentional exposure
of pregnant women or children and adopts additional protections, beyond those of
the Common Rule or required by the Appropriations Act, for pregnant women and
children who are subj ects. in observational research supported or conducted by
EPA. 71 Fed. Reg. at 6138 (SPA4); 40 C.F.R. Subparts B, C, & D.

Second, with respect to third-party research; the Research Rule:

(1) prohibits new research involving intentional exposure of pregnant women or
children that is intended for submission to EPA under the pesticide laws; (2)
extends the provisions of the Common Rule, including provisions requiring
Voluntary 1nformed consent and additional safeguards for certain vulnerable
subjects, to other human research involving intentional exposure of non-pregnant
adults that is intended for submission to EPA under the pesticide laws; (3) requires
the submission to EPA of protocols and related information about any .human
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research before it is initiated so thaf EPA can review that 'inforrnétion to ensure,
inter alia, that risks to human subjécts are .minimiz‘ed;' and (4) establishes an
independent Human Studies Review Board (“HSRB”) to review both proposals for
new research and reports of covered cdmpleted humaﬁ research on which‘ EPA
propos‘es to rely in any action under the pesticide laws. Id.
The Research Rule also defines the criteria EPA will use,toudetefmine

.whether to rely upon human research involving intentional exposure in its actions |
under the pesticide laws. For exarﬁple, the Research Rule generélly forbids EPA to
rely in its actions undér the pesticide laws: (1) on reséarch conducted ét any timé
involving intentional exposure of pregnant women or children as Subj e¢t_s§ (2) on
research initiated before the effective date of the Research Rule involving
intentional expdsure of non-pre‘gnént adults that is fundamentally unethical or |
‘_‘signiﬁcantly deficient relative_to standards prevailing” when such study was
conducted; or (3) on research iﬁitia_ted after the effective date of the Resea'.fc_h Rule
iﬁvolving intentional exposure of non-pregnant adults that fails substantially to
c,or'n‘ply. with the requiréments of the Research Rule. '40 CF.R.§§ '26.‘17013,

26. 1704, 26 1705 (SPA42). The only exéeption to these prohibitions applies if |
feliance on the otherwise unacceptable research would be crucial to a decision to
impose a more stringent regulatory restriction that would improve protection of
public health than could be justified without relying on the research, and then only
after EPA obtains the views éf the HSRB and fulfills certain public notice and .

- comment requirements. 40 C.F.R. § 26.1706 (SPAA42).
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STANDARD OF REVIEW

Assuming for purposes of argument that the Court may reach the merits of
this dispute, judicial review uﬁder FFDCA is governed by the standards set forth in |
the Administrétive Procedure Act (“APA”), 5 US.C. §8§ 551-559, 701-706, which
o ¢stab1ishes a highly deferential standard of review for agency action. Such action
is valid unless it is “arbitrary, capficious, an abuse of discretion, or otherwise not in

accordance with law.” 5 U.S.C. § 706(2)(A). |

This Court has held that “review under this provision is narrow, limited to
examining the administrative record to detérmine whether the [agency] decis.ion'
was based on a COnsideratioﬁ of the relevant factors and whether there has been a _
clear error of judgment.” Riverkeeper, Inc. v. EPA, 358 F.3d 174, 184 (Zd Cir. .
2004) (citatiohs and internal quotes omitted); see also NRDC v. Muszynski, 268
"~ F.3d 91, 97 (2d Cir. 2001) (same). The Court “may not substitute its judgment for
that of the agency[.]” Muszynski, 268 F.3d at 97 (citation and internal quotatioh
_ 6mitted). Rather, the Court should affirm EPA’s d'eclision unless EPA has:
| relied on factors which Congréss has not intended it to consider,

entirely failed to consider an important aspect of the problem, offered

an explanation for its decision that runs counter to the evidence before

the agency, or is so implausible that it could not be ascribed to a

difference in view or the product of agency expertise.
Id (citétion and internal quotations omifted). In short, fhié étandard of review
presumes the validity of agency action, Ethyl Corp. v. EPA,541 F.2d 1,34 (D.C.

Cir. 1976) (en banc), and if the agency’s reasons and policy choices conform to

“certain minimal s.tandards of rationality,” the action is reasonable and must be
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upheld. Small Refiner Lead Phase-Down Task F. orce v. EPA, 705 F.2d 506, 521 -
(D.C. Cir. 1983). |
With regard to questions of statutory interpretation, this Courtl must first

consider whether Congress.has directly addressed the quéstion at issue; If so, “that
is the end of }the‘ matter; for the coutrt, as well as the agency, must give effect to the |
unambiguously expresséd infent of Congtress.” Chevron U.S.A., Ine. v. NRDC,.467
U.S. 837, 842-43 (1984). Hovwever,. “if the stafute is silent or ambiguoﬁs with
respect to the specific issue, the question for the Céurt is whether the agency’s
answer is based on a permissible construction of the statute.” Id. at 843. To
uphold EPA’s interpretation of Section 201 of the Appropriations Act, the Court
need not find that EPA’s interpretation is the only peﬂissjble' construction that
- EPA rriight have adopted, but only that EPA’s interpr,étation is reasonable. See
Chevron, 467 U.S. at 844, Chemz’éal Mfrs. Ass n v. NRDC, 470 U.S. 116, 125
(1985); Sutherland v. Reno, 228 F.3d 171, 173 (2d Cir. 2000) (“when reviewing an
agency determination, federal courts must accbrd substantial deference to an
agéncy’s interpretation of the statutes it is charged with administering.”)

| When ari égency’s decision rests on an evaluation of complex ‘scie,ntiﬁc_ data.
Witﬁin the agency’s tecﬁnical éxpertise and judgment, courts are “éxtreme_lyl '
deferential.” New York v. Reilly, 969 F.2d 1147, 1152 (D.C. Cir. 1992); see also |
Browning-Ferris Indu.g. of S. Jersey,. Inc., v. Muszynski, 899 F.2d 151, 160 (2d Cir. -
1990). The céurt “rr;ust look at the d,évcivsion not as thé chemist, biolqgist, or
statistician that [it is] qualiﬁed neither by training nor experience to be, but as a
reviewing court exercising [its] narrowly defined duty of holding agencies to

15



certain minimal standards of ratienality.” Ethyl Corp., 541 F.2d at 36; see also
Riverkeeper, 358 F.3d at 184 (this Court “lack[s] the EPA’s expertise when it
comes to scientific or technical matters”). EPA recogrﬁzes that, in this case, it has
not drawn conclusions about specific scientific studies and the extent to which they
would support a given aetion; however, in developing the Research Rule, and
particularly in defining the Scope of the Rule’s applicability to third-party
intentional -expesure studies, EPA did apply its considerable khowledge about the
many kinds of reseafch with human subjects, how they are conducted, in what
circumstances they might be relevant, and heW they might\be.used.-" All these

- considerations are relevant to the choice of scientiﬁc and ethical sfandards that
govern dec.isions to accept or rely on research with fuiman subjects. - Accordingly,
the basic principle ‘of deference articulated in Ethyl and Riverkeeper, which strives
to respect the Agency’s expertise in matters concerning scientific decisionmaking,

should apply here.
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- SUMMARY OF ARGUMENT
Petitioners lack standing to _challehge the.Research Rule. Petitioners assert
injﬁry based upén- a risk of increased exposure to pesticides; Howeyver, Petitionérs |
- do not allege that their-merllb‘ers Volun‘reer to be subjects in human research, so thg
Research Rule does not change thei_r éxposuré to .pesticid‘és. The “risk” that the
Research Rule may influence the availability of information on which EPA may
rely in separate administrative actions ,under FIFRA or.F FDCA to establish safe |
levels for pesticides is not‘}an actual or imminent injury sufficient for standing.
' Mbreover, because the Research Rule does not establish any less stringent safety
~ levels 'fqr pesticides, it cannot be the cause of Petitioners’ alleged injuries. |
If the Court determines that Pétitioners have standing, the Court should find
that EPA complied with Congress’ direction not to perrnit the use of pregnant |
‘women or childrerl as subjects in third-party intentional dosing humarr toxicity
‘studies for pesﬁcides. EPA reasonably interpreted the phrase “studies for
pesticides” to refer to studies intended tb be submitted to EPA under the pesticide
prograrn, which is governed by FFDCA and FIFRA. This irlterpretation reﬂectsv
the corltext and purpose of .Secti(‘)n 201 of the Appropriations Act, which was
enaptéd agairls't'the backdrop of human studies that had been sﬁbmitted for use in
EPA’s ongoing risk assessments pursuant té FIFRA and FFDCA. Congress was
concerned v;fith EPA’s use of third-party intentionél humarl dosing studies in its
regulatory éctivities for pésticides, not with studies ‘published in scientific j’olurnals

or for‘state‘ or foreign regulatory purposes. Th'erefore, EPA reasonably interpreted
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the scope of the prohibition on using'pregnant women, infants and children as
concerning those studies submitted to it under FIFRA and FFDCA.

EPA also complied with the congressional direction to promulgate a rule_
consistent with the “principles proposed” in the NAS Report.. EPA‘ identified the
principles articulated in the NAS Report — respect for persons, beneficence, and
justice — and ensured that the Research Rule is consistent with each'of those three
principles. Petitioners instead contend that the Research Rule must be consistent
with the seventeen speciﬁc recommendations presented in the NAS Report;
notwithstanding the fact.that the Appropriations Act makes no mention of the NAS
recommendations. Eifen if the Court izvere to find Petitioners’ alternative
'interpretat'ion of the Appropriations Act plausible, that would not make EPA’s
reading of “principles” unreasonable. |

The Research Rule is also consistent with the principles of the Nnremberg
Code. The phrase “consistent with’; is flexible statutory language and does not
require an exact correspondence but only compatibility. The Research Rule’s
provisions for informed consent, which include consent by legal representatives, is ‘
compatihle ‘with the Nuremberg Code’s principles. Petitioners’ other arguments
based upon the Nuremberg Code reflect the fact that EPA did not incorporate in
full the exact language of the Nurernberg Code, but instead used language
consistent with the Nuremberg Code principles. For exarnple, Petitioners complain
that the Research Rule does not ensnre that the subject will have “sufficient
knowledge and comprehension” of the matter because the rule requires that the .
information given to the subj ect be “in language understandable to the subject.”
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EPA’s choice of words in this instance, and in the other instances argued ’by
Pe_titioners, incorporate this‘Nuremb.erg Code principle, and the lack of exact
' replication of the Nui‘emberg" Code’s languaige does not make the Research Rule
inconsistent with the Nuremberg Code. |
Finally, the existence of stud'ies/‘undertaken by third parties prior to
promulgation of the Research Rule that Petitioilers find eihicélly or scientifically
suspect provides no basis to find the Research Rule arbitrary or capricious. These
third-party studies were cenducted when EPA had no regillaiions goVeming their
- conduct. For example, before pi'omulgation of the Research Rule, there were no
applicable regulatory requirements speCiinrig the components of informed‘consent
in third‘-_party. studies. As discu_ssed below, following prOmulgation of the
Research Rule, study sponsors can no longer represent pesticides as drugs or fail to
~ disclose that a study involves pesticides. EPA’s pr.omulg.ation.of the Research
Rule reasonably addresees congressional concerns about tl1ird—party intentional
| dosingl studies of pesticides with human subjects.
' ARGUMENT
L Petitioners Lack'S_tan»ding to Challenge the Research Rule.
| Coilris must resolve jurisdieiional issues before considering the merits of a
dispute. See Steel Cq. 12 Citizeﬁs for a Better Env ’t,523 U.S. 83, 94 (1998)
(jurisdictional iSsu_es should be assessed at threshold; if jurisdiction is laeking, case

- should be dismissed without further inquiry); Alliance for Envtl. Renewal,
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Inc. v. Pyramzd Crossgaz‘es Co., 436 F.3d 82, 85 (2d Cir. 2006). The Court lacks
jurisdiction over these pet1t10ns because Petitioners have not established standlng
- The “case or controversy” requirement set forth in Article III of the

Consﬁtution requires a petitioner to establish standing in order to invoke federal
jurisdiction. Lujan v. Defenders of Wz'ldlife,l 504 U.S. 555, 560 (1992). To meet
the Article III requirements for standing, each Petitioner must demonstra‘tve’that:
(1) it or one of 'ité members has suffered an “injury in fact” that is actual or
imminent, not conjectural or hypothetical; (2) the injury complained of is caused
by or fairly traceable to the challenged action of EPA and (3) it is hkely that the

| injury will be redressed by a favorable decision. See zci’. at 560-61; Lafleur v.
Whiz‘maﬁ, 300 F.3d‘25 6, 269 (2d Cir. 2002). The burden is on the Petitioners to

. demonstrate afﬁrmaﬁvely and clearly that they possess sufficient standing to seek
the requested relief. See FW/PBS, Inc. v. City of Dallas, 493 U.S. 215, 231 (1990);

| Lafleur, 300 F.3d at 268. |

As explained above, the Rese}ar‘ch Rule sets standards fer research involving

intentional exposures of ﬂon—pregnant adults who voluntarily agree to be subj eets '

in the research. Petitioners have not demonstrated that any of their members

4 EPA previously filed a motion to dismiss based on Petitioners’ lack of
standing. See EPA’s Motion to Dismiss for Lack of Jurisdiction (Standing), filed
June 21, 2006, and EPA’s Reply in Support of Motion to Dismiss for Lack of
Jurisdiction (Standing) filed August 16, 2006. On August 31, the Court denied the
motion “without prejudice to pursuit of the EPA’s claims regarding standing before
this Court’s merits panel 7
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volunteer to participate in this research. Therefore, the Research Ruvle does not
~ subject them to any. er(posure to pesticides. | |
The alleged injury on which Petitioners rely for standing is a potential
: increase in exposure to pesticides associated with separate, subsequent
atdministrative actions taken by EPA; This potential “risk” — thett the Rule
 challenged by Petitioners may affect the data available for consideration in future
agency decisions addressing exposure to potentially harmful products 'or
substances — is not a risk previously recognized by th1s or other courts as 1nJury '
sufﬁ01ent to establish standing. Further the Research Rule cannot be shown to be
the cause of Petitioners’ alleged injury. Accordlngly, the Court must dlsmlss the
- petitions for lack of jurisdiction. |
A.  The Petitioners Have Not Suffered an IuJury-lu-Fact Because the
Research Rule Does Not Expose Petitioners’ Members to
Pesticides.
To demonstrate injury sufficient for standirlg, a party must show an
1nJury .1n fact” -- an “invasion of a legally protected interest which is (a) concrete
and particularized” and (b) “actual or imminent, not conJectural’ or
"hypo_thetlc‘al.’” Lujan, 504 U.S. at 560; Laﬂeur, 300 F.3d at 269. “Abstract injury
is not enough”; the injury must be “real and immediate.” Los Angeles v.' Lyons,
461 U.S. 95, 101-02 (1983). |
Petitioners argue that an exposure to alleged potential increased levels of
pesticides resulting in an increased risk of injury is sufficient to establish injury-in-
 fact for Article I1I standing purposes. Petitioners’ Brief (“Pet. ‘B-r.”) et 3; see Baur
v. Veneman, 352 F.3d 625, 633—34 (2d Cir. 2003). ‘Howeyer, Petitioners’ mernbers
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- will not be exposed to increased leifels of }pesticides because of the ReSeéfch Rule..
The only expoSures to pesticides attributable td the Research Rule are those
experiehced by volunteers who give their informed consent to bé subjects in human

testing. Petitioners do not claim that any of their members are exposed to
pesticides as a result of being subjects in intentional dosing studies. Thus, the

‘ Research Rule does not expose Petitioners’ members to pesticides at all, much less
increase their exposure. |

This fact distinguishes this challenge fo the Research Rule ffom the several
cases.ihvolving éxposure to pollutants that Petitioners cite in their brief. See Pe_t.
Bf. at.3-4. In each of these casés, the challenged agency action exposed petitioners.
to pollutants or harmful products. For example, in LaFleur v. Whitman, 300 F.3d
256 (2d Cir. 2002), the challenged acﬁon allowed issuance of an air emission
permit td a facility that emitted sulfur dioxide. The Court found that the peﬁtiéﬁer,
who worked adjacent to the facility, would likely breathe those emissions, so |
would likely be exposed to sulfur dioxide. Id. at 270. In New York Public Interest
Research Group v. Whitman, 321 F.3d 316 (2d Cir. 2003), the challenged EPA.
}decision regulated emissions of air pollutants :from several facilities. The
petitioners’ members resided in close proximity to the régulated facilities, and the
Court found standing based upon potential exposure to éxcess air pollution. Id. at.

-325. Finally, in Baur v. Veneman, the challenged livestock regulaﬁon authorized
human consumption of downed cattle, which had a higher chance of transmitting

disease. 352 F.3d at 628. Mr. Baur ate beef, which could have come from downed
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cattle as the result cf the regulation, and the Coart therefore found standinglcased
~on exposure to potentially unsafe food products. Id. at 636, 640.

- In contrast, Petitioners are not claiming that any of their members inhale or
ingest pesticides in human research studies. Thus, Petitioners and their mefnbers
are not injured_byexpoSure to pesticides as a result of the Research.Rule-.ﬂ

1. Petitioners” Members’ Alleged Injuries Cannot Occur Until
and Unless EPA Takes Subsequent Administrative Action
That Increases Petitioners’ Members’ Exposure to
Pesticides. o
Pet1t10ners cannot base standlng on the p0551b111ty that study data not |
proh1b1ted by the Research Rule will be used in an extended chain of contmgent |
government actions to 1ncrease the’1r exposure to pesticides. Although Petitioners
attempt' to characterize this injury as an increased ris'kdof hafm due:tc.'hig'her
pesticide exposures, the “risk” they actlially}face is an increased chance that future .
'.agen'cy action could result in increased exposures to pesticides. This is not an
actual, concrete injury, but an allegaticn based upon an ex;cended chaiﬁ of
speculation as to future events.

, Ccurts have rejected, for standing purposes, ihjury attributable to the

~ increased likelihood of subsequent adverse government decisions. ‘In such cases,
the injury does not occur unless and until the future government decision is made.
See Louz’sz’qna Envtl. Action Network v Browner, 87 F.3d 1379, 1383 (D.C. Cir.
1996) (“LEAN”) (petitioners’ assertions too remote to establish imnﬁnent and

concrete injury because petitioners could not be injured without occurrence of -

subsequent chain of events that might not come to pass); Shoreham- Wading River

23



| Cent. School Dist. v. NRC, 931 F.2d 102, 105 (I‘).C.‘ Cir. 1991) (even if court
assumes risks associated with future agency action, any‘ injury could not occur until
agency took future action); cf. Baur,' 352 F.3d at 640 (finding standing where risk
was “not a future risk that awaits intervening events.”)

Administrative decisions EPA has already made or those it may make
subsequent to promulgation of the Research Rule do not provide Petitioners with
the standing they otherwise lack. Petitioners’. declarations' assert that EPA,
following promulgation of the Research Rule, took or proposed to take actions that
raise pesticide exposUre levels for certain pesticides. See, e.g., Declarations of
Adam M. Finkel, Sc.D; Beth Koh; Gina Solomon, M.D. M.P.H., filed August 3,
2066. ‘Petitioners further assert that this c}tange is atiributable to EPA’s |
eonsideration ef'human studies. 1d. These post—ﬁltng events simply confirm the
existence ef the nutnerous subsequent contingent steps that must be taken prior to

| any increased exposure on Whieh Petitioners rely for injury.

The path from promuigation of the Research Rule to Petitioners’ members’

- alleged increased‘ exposure to pesticides requires that, as a result of the'Research |
Rule: (1) a researcher has engaged in a study involving intentiotlal exposure of |
human subjects that yields data .that could support a less restrictive regulatory
standard for a pesticide; (2) EPA determines that the study was conducted ethically
and was scientifically yalid; '(3) EPA relies upon the study in a future action to
establish or mvainta.in a 'less restrictive regulatory standard under FFDCA or
FIFRA; (4) such standard would not be supported by other data considered by EPA
during the decisiohmaking process; and (5) one of Petitioners’ members is then |
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exposed to a higher level of ,pesticideé as allowed by the standard. The

~ declarations and do}c.uments submitted By Petitioners> related to recent EPA actions
| regarding tolerance levels demonsfrate that this multi-step path waé followed in the
post-Research Rule EPA actions cited by Petitioners._ Sée, e.g., Koh Decl., |
Exhibits C-H.

In this case, as in LEAN and Shoreham-Wading, Petitioners’ members’
alleged >injury Will occur, if at all, only as a result of a n'u‘mber'of agency actions
independént of the Research Rule. If EPA sets an eprsuré level for a p/érticﬁlar |
* pesticide under FFDCA or FIFRA that adversely impacts Petitioners, Petitioners
may seek to challenge that specific subsequent action. See LEAN, 87 F.3d at 1384.
The outéome of such subsequent agency de;:isions does not, however, give
Petitioners standing td. chall_e_hge the Research Rule.

| 2.  Any Alleged Injury to Petitioners’ O'rganizafional Interests
is Insufficient to Provide Them With Standing to Challenge
the Research Rule. '

Petitioners also-seck to establish organizational injury but, as with their
argumehts on behalf of their members, they only identify injuries attributable to
- increased exposure to pésticides. 'Fér the reasons discussed in the priorv section, the
"Resear‘ch Rule itself doés not feéult in the ir‘lcreasedllevéls Qf exposﬁre to |

Petitioners’ members to pesticides. Thus, Petitioners fail to establish

organizational injury.
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B.  The Petitioners Cannot Satisfy the Causation Requirements of
Standing. '

Petitioners identify no} injury caused by the Research Rule. The “causation”
element of constitutional standing requirés this Court to ask whether it is
“substantially probable” that the challenged action of EPA caused the Petitioners’
alleged particularized injur_y. See Florida Audubon Soc’y v. Bentsen, 94 F.3d 658,
663 (D'..C. Cir. 1996) (en banc). The Research Rule does hot establish less
stringént safety levels for pesticides. Further, the Research Rule contains no -
determination regarding‘the scientific Validity and probative value of specific
human research involving pesticides. The Research Rule does not require EPA to
rely on any human studiesf Because the Research Rule doe‘s not authorize
pesticide exposures (other than to subjects of résearch), the pesticide exposures on
which Petitioners base their injury are not traceable to the Research Rule. |

This lack of causation in the circurhstances of this case is entirely consisteﬁf
with Baur v. Veneman. The regulatioﬁ reviewed in Baur authorized the use of
downed livestock for hufnan consumption nofwithstanding Mr. Baur’s claims of
disease tfansmission. 352 F.3d at 637-38. Finding that Mr. Baur’s potential
consumption of downed livestock constituted an injury-in-fact, the Court'then
foﬁnd that the injury “arises directly from the USDA’s regulatory policy of
'pefmitt‘ing the use of downed cattle for hurnan consufnption.” Id. at 640. No
.subsequent agency action. was required to cause the iﬁjury. The Baur decision did
" not address a challenge té an agency action that does nét itself authorize thé

exposures that Petitioners claim could cause them injury.
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PetitiAoners‘ are in no different position than the petitionérs in Shoreham-
Wadz‘ng, whb sought to challenge an agency ban on refueling a nuclear reactor by
arguing that thye.ban laid the basis for future agency action that could posé »
environmental risks.? Herg, Peﬁtioﬁers claim the Resewch Rule. lays fhe basis for.
| fu_ture agency action that could increase their éXposure to pesticides. Thét -cléim 1s
insufﬁcienf to establish that their injufy is fairly traceable to the Research Rule.
See Natural Resources Def. Council v. EPA, 902 F.2d 962, 976 (D.C. Cir. ‘1990)
(affected parties can contribute to future regulatory action and, if future action is
based 6n poor information, it.could.be challenged .by affected parties).¥ -

C. Evenif the Couft Finds That Petitioners}Have Esfablished Injury

Based on an Increased Risk of Exposure, Petitioners Do Not Have
Standing to Pursue Their First Issue on Review.
Even if ‘the Court finds that Petitioners have standing based upon their claim

of injury attributable to potentially less stringent exposure levels set by EPA as a

result of the use of human studies, they still cannot establish standing to pursue

¥ In Shoreham-Wading River Central School Dist. v. NRC, 931 F.2d at 105,
the court observed that, even if it assumed the risks associated with the future
action, any injury could not occur until the agency took the future action. In other
words, even if the ban was a “but for” cause of a future agency action and any
resulting risk, the future action will be the operative cause of injury. Id. The
petitioners in Shoreham-Wading could not establish that the environmental risks
were fairly traceable to the refueling ban.

% The Supreme Court’s decision in Bennett v. Spear, 520 U.S. 154 (1997), is not
apposite. In Bennett, the Court found standing to challenge a Fish and Wildlife
Service biological opinion that was “virtually determinative” of the subsequent
Bureau of Reclamation decision. Id. at 170. In this case, the Research Rule makes
no determinations regarding any safety levels for any pesticides.
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their first issue on review. As their first issue, Petitioriers challenge EPA’s
interpretation;of a portion of Section 201 to prohibit third-party studies involving
intentional exposure of pregnant women and children that are intended for -
submission to EPA under FIFRA or FFDCA. Petitioners claim that the statutory
language should ilave been interpreted to include all human toxicity studies
involving pesticides in any way, such as studies done for publication, for
submission to state agerlcies or foreign authorities or for submission to EPA under
~ other federal environmental statutes. Pet. Br. at 24. However, Petitioners have not
articulated any injury attributable to this allegedly unlawful statutory
interpretation.

To establish injury, Petitioners’ declarations rely eXclusively on risks of
exposure te higher levels of pesticides resulting from EPA consideration of the
results of humah studies in establishing exposure levels for pesticides in an action
under FIFRA'or FFDCA. Pet. Br. at 3.7 The Research Rule at section 26.1703
prohibits EPA reliance on any research involving intentional exposure of pregnant
women or children in any action under FIFRA and FFDCA,Y without regard to who
may have conducted the underlying research, When it was conducted, with what
intent it was conducted, or how it came irlto the hands of EPA. Thus, the scope of

the prohibition on EPA’s reliance on studies involving pregnant women, children

Z See Declarations of Adam M. Finkel, Sc.D; Harjinder S. Gill; Beth Koh;
Karen Mountain; Stacy Justus Nordgren; Ramon Ramirez; Margaret Reeves, Ph.D;
Rhonda Roff; Gina Solomon, M.D. M.P.H.; Gina Trujillo; and Baldemar:
Velasquez. These declarations were filed August 3, 2006.
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and infants is broad enough to a\;oid Petitioners’ afticulated injury of increased risk
of less stringent standards'}under FIFRA or FFDCA. | |
Petitioners identify no injury attributable to vrisksv of exposuré associated with-

other uses of studies. Petitioners do not demonstrate how they are injured by the

| publication of an intentiénal exposﬁre study ihvolving pregnant women, children;
or infants. Similarly, they have not idéntiﬁed any action By’ a foreign country or
state that, as a result of cdnsidering studies involifing thesé sensitive populations,
willn result in an increase in their exposure to pesticides.' Nor have they identified
any EPA action under other federal environmental statuteé that, through
consideratiQn of studies involving thesé sensitive populations, will iﬁjure them.
For example, none of them alleges that they r‘e'side near a hazardous waste site or a
polluted water body from which exposures to p¢sticides will increase due to EPA’s
future consideratibn of unspecified future studies involving pregnant women ‘or
children. See Lujan, 504 U.S. at 565-66 (a “plaintiff clainﬁng injury from -
enviromﬁental damage rﬁust use the area affected by the CHallenged activity™).
Therefore, Petitioners lack stahding to assert that the Research Rule. should have

. covered all human studies. -
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II. EPA Reasonably Intérpreted the Appropriations Act to Preclude
Intentional Dosing Human Toxicity Studies Using Pregnant Women,
Infants or Children as Subjects When the Studies Are Intended to be
Submitted to EPA under FIFRA and FFDCA.

Section 201 of the Appropriations Act states that the Research Rule “shall not
permit the use of pregnant women, iﬁfants or children as subjects” in“‘third-party
intentional dosing human foxicity studies for pesticides.” The Research Rule
contains subh a prohibition. It prohibité third-party research involving intentional
exposure of human subjects who are pregnant women or children when the research
is intended to be submitted to EPA under FFDCA or FIFRA. 40 CFR. § 26.1203
(SPA40). EPA reasonably inteipreted the phrase “studies for pesticides” to addresvs
’thosé studies intended for submission to EPA under FIFRA or FFDCA. |

Petitioners af_gue that the phrase. “étudies for pesticides” is susceptible to only
'ohe meaning and, thereforé, this case should -be decided in their favor at Chevron
step one. Pet. Br. at 27-31. In the light shed by traditional tools of vstatutory
: construction,’ however, the phrase “studies for pesticides”' is sUsceptiblé to more than
one meaning. Moreover, the better alternative reading is EPA’s. |

Th¢ plainness or afnbiguity of étatutory language is determined by reference
to the language itself, the specific bontext in which that language is used'and the
broader context of the statute as a thle. Robinson v. Shell .Oz'l Co., 519 U.S. 337,
341 (1997). The meaning of a statute is determined not only by the particular
statutory language, but the design of the statute and its object and policy. Crandon
v. United States, 494 U.S. 152, 158 (1990). This Court has instructed that the

“gppropriate methodology to employ in interpreting a statute is to look to the
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- common sense of fhe statute, to its purpoee, to the praetical consequences of the |
suggested intefpretations, and to the agency’s own interpretatien for what light each
might shed.” Johnson v. United States by the Dep't of T reasury, 123 F.3d 70'(,)’ 702-

103 (2d Cir. 1997). ) | |

In the case of Section 201, the broader context of the statute, including its-
pureese and policy, demonstrates the reasonableness of EPA’SI statutory
construction. Section 201 was enacted against a backdrop of controversy over the
use of vh'uman} studies as paﬁ of EPA’s ongoing risk assessmente associated with its
mandated re-evaluation of o{/er 9,-(‘)00_pesti‘cide tolerances and hundreds of
pesticide re-registrations pursuanf to the FQPA. See genérally A23 (over 9,000
eurrent pestieide tolerances must be reassessed); A125 (“The primary impetus for

"EPA’s request [that NAS provide advice on EPA’s use of intentional hurnan dosing
studies] was a series of events involving agricultural pesticides and EPA’s

‘ implementation of the 1996 Food Quality and Protection Act (FQPA).”); A15A3-58
(NAS Report sﬁmmary of events that prempted the ,stud}‘f). The cohcems
emphasized by Petitioners vin their brief and declarations, as well as by the NAS
and EPA’s Joint Science Advisory Board/Science Advieery Panel Committee
(“SAB/SAP Committee”), arose from the petential use of human studies in
connection with the ohgoing FFDCA and FIFRA actions, and the fear that EPA’S
reliance on human studies could lead to less stringent regulatery standards. See;,

_e.g., Pet Br. at 6 (“EPA has nonetheless relied on [ethically troubling] ‘studies to

incfease exposure limits to pest_ici,des”); A153-55, A164 (NAS Report); A24 “)

(SAB/SAP Cemmittee Repert). Speciﬁcally, the FQPA ihstructed EPA to add an
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extfa safety factor to account for expdsures of infants and children to pesticides.

21 US.C. § 346a(b)(2)(C). EPA, Petitioners, the SAB/SAP Committee report, and
the NAS Report all recognized that pesticide r’egistrants'may advocate the use of
human studies to reduce the safety factors employed to set the revised or new

- safety levels for pesticides exposure limits. Pet. Br. at 6; A154-56 (NAS Report);

| 71 Fed. Reg. at 6161 (SPA27); A24 (SAB/SAP Committee Report).&

As EPA undertook the proéess of performing risk assessments and setting
tolerancé levels, it lacked 'ariy foﬁnal rules governing the consideration of thii’d—
party inte_htioﬁal dosing human studies being submitted under FFDCA and FIFRA. |

Prompted by EPA’s lack of standards in this area, Congress adopted Section
201. It first prohibited EPA from accepting, considering or relying on third-party
intentional dosing human toxicity studies for pesticides until EPA issued a final
rule on the subject. This prohibition was obviously directed at use of human
studies in EPA’s ongoing FIFRA and FFDCA actions. The managers of the
Appropriations Act noted “the many concerns expressed on both the House and )
Senate floors with respect to intentional human toxicity dosing studies relied upon
by the EPA in reviewi'hg applications for pesticide approvals.” H.R. Rep. No. 109-
188, at 1115 (2005); see also 151 Cong. Rec.' H6562, H6594 (July 26, 2005) "

- (emphasis added). In the next sentence of the Conference Report, the managers

¥ ‘For example, interested persons could argue that when a human study is
used as the point of departure for calculating a reference dose or similar standard,
the ten-fold interspecies uncertainty factor generally used to account for '
differences in animals and humans could be reduced or eliminated. See A154-55
(NAS Report).
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, stated that this “[c]oncern is Vparticnlarly acute for pregnant women, t‘etuses and-
children.” Id. Congress then instructed in the Appropriations Act that “ [s]uch rule.
. . . not permit the use of pregnant women, infants or children as snbj ects.” SPAl
(emphasis added). EPA reasonably construed this prohibition as similarly
referring to the rule that addresses uses associated with reviewing applications for
.pesticide approvals, e.g., actions under FIFRA or FFDCA.

EPA’s interpretation is supported by the legislative history. The |
congressional debate that resulted in the passage of S‘ection 201 focused on human
subjects research related to EPA aotions under FIFRA and FFDCA.

Representative Solis -expressed her concern that “[c]urrent practi.ces also allow the
EPA to accept studles from the pestlclde 1ndustry and other outs1de sources SO
these studies can be used to help develop regulatlons or approve pestlcldes ” 151
Cong. Rec. H365 1, H3671 (May 19, 2005). Similarly, Senator Boxer argued for
adoption of Section 201 ’by.referring to human studies that were being submitted to
EPA for purposes of regulatory decisionmaking under FIFRA and FFDCA, and her
belief that EPA should not be us1ng these studies to avoid the FQPA safety factor.
151 Cong Rec. 87551, S7552-56 (June 29, 2005).

There is no reason to believe that Congress was concerned about studies
being performed for publieation in professional journals, for supr)orting state or

| foreign regulatory actions, or for submission to EPA under other _federal

environmental statutes.? Neither Representative Solis nor Senator Boxer, nor any

z Contrary to Petitioners’ allegations; Pet. Br. at 28 n.8, prior to the enactment
of the Appropriations Act and the promulgation of the Research Rule, there wasno
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of the other proponents of the 1egislation, mentioned such concerhs. The use, sale
and distribution of pesticides and 'resid_iles of pesticides on food in the United
Stat'eé aré regulated by EPA under FIFRA and FFDCA. It is therefore reasonable
for EPA tovinterpret the scope of the “studies for pe’sticideS” about which |
Cdngress was concernéd fo be those studies intended fér submission to EPA i;nder
FIFRA or FFDCA .Y |

Congress’ use of the laﬁgﬁage “studies for pesticides,” rather than studies
“with” or “on” pesticides further supports EPA’s interpretation. A substance is a |
pesticide not by virtue of its intrinsic propefties’, but because the substance is
intended for a pesticidal purpose. See FIFRA § 136(u) (“substance 1ntended for

preventing, destroying, repelhng, or mltlgatmg any pest 7); 40 CF.R. §§ 152.3,

reason to suspect that such studies might be conducted to avoid regulatory
requitements. As EPA explained in its Opposition to Petitioners’ Motion to
Complete the Record, Petitioners rely on a reference in a document to “laundering”
of studies where there is no such evidence that such practices were or are taking
place. EPA Opposition, filed October 16, 2006, at 14-15.

o Petitioners argue that the prohibition on third-party research involving
intentional exposure of pregnant women or children as subjects should be broader.
Pet. Br. at 27-31. Yet, even if EPA had the authority to ban such research
universally, such a ban could have devastating social consequences. For example,.
many international public health organizations have tested the efficacy of
pesticide-impregnated bed-nets in prevention of childhood malaria in Africa, South
Asia, and other areas where malaria is endemic and takes the lives of hundreds of
thousands of children each year. These studies have shown that as much as 50% of
childhood deaths from malaria can be prevented by use of pesticide-impregnated
bed-nets. The Research Rule forbids EPA to rely on these studies in its actions
because they involve intentional exposure of children, but the Research Rule does.
not forbid the conduct of these valuable studies because they are not intended for
submission to EPA under the pesticide laws. |
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152.15. Ifa subétance is claimed to be a pesﬁcide, it is subject to regulation under_
'FIFRA and, if it has food or feed uses, under FFDCA. Congress, by specifying
that the Research Rule should address studies for pesticides signaled its focus on

* those statutes that regulate pesticides, namely FIF RA arld FFDCA.Y

Moreover, e\ren if this Court were to find tha'r o’rher potentially reasonable

, interpretations of the Appropriations Act language exist, it does not make EPA’s
interpretation unlawful. See Chevron, 467 U.S. at 844 (the Court need not find that
EPA’s interpretation is the only permissible construct'ion‘ that EPA might heive
erdopted, but only that EPA’S interpretation is reasonable); Good Sanrrzritan Hos_p.A
V. Shaléla, 508 U.S. 402, 409 (1993) (where agency’s interpretation is at least as
plausible as Competing ones, there is little, if any reason, not to defer to its
censtruction). Similarly, EPA’s interpretation of this statutory language in an
internal guidance documen‘r addressing a separate issue does not make its final
‘rulemaking decision unreasonaple. Petitioners refererice in their briefa guidance |
document they seek to add 'te the record, which was prepared by EPA staffto
,address the Appropriation Act’s prohibition againéf EPA accepting, considering or

relying on any third-party intentional dosing human toxicity studies for pesticides

" EPA’s interpretation does not create a loophole that would allow persons to
circumvent the scope of the Research Rule for studies submitted under other
federal environmental regulatory programs. For purposes of determining a -
persons’ intent to submit a study to EPA under FIFRA or FFDCA, the Research
Rule creates a presumption that any study submitted to any office of EPA (not just
the office with FIFRA and FFDCA regulatory responsibility) or any study
submitted by a person whose products are regulated under FIFRA and FFDCA is
presumed to have submitted the study with the requisite intent that would trigger

~ coverage under the Research Rule. 40 C.F.R. § 26.1101(g) (SPA36).
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prior to its promulgaﬁ‘on of a rule on this subject. Pet. Br. ’at 31 n.12.-1—2’ "EPA’s
. purpose in draﬁing this guidance was to assist staff in avqiding potential violations
of the Appropriations Act while a rule was being promulgated. As a result, the |
definitions use_d in the internal intérim guidahce were intentionaily drafted broadly
50 as to avoid inadvertent noncompliance with any f)otential interpretation of the
statutory language. The fact that these definitions were, in some instances, broader
than either those contained in the proposed rule or subsequently adopted in the
final Research Rule following EPA policy development and notice and comment
procee‘dings doéé not make EPA’s interpretation in fhe Research Rule
‘urireasonable. ‘

Accordingly, EPA’s interpretation is entitled to deference and must be

upheld.

% . EPA disagrees that this document belongs in the record for the Research
Rule. See EPA’s Opposition to Petitioners’ Motion to Complete the
Administrative Record at 6-8. ‘
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TIL The Research Rule is Consistent Wlth the Principles Proposed in the
NAS Report. .

'Congress provided that the Research Rule “shall be consistent with the

principles proposed in the 2004 report of the Netivonala Academy of Sciences on
| intenticnal human d()sing.” Congress chose to instruct EPA to issue a rule
“consistent with the NAS Report’s “principles.” The NAS Repcrt discusses
principles in several locations, and EPA reasonably identified the principles
contained in the NAS Report as being respect for-persons, beneficence and jiistice. .
The Research Rule is _ccnsistent with those principles. Petitioners’ argument that
EPA should have instead fccused upon consistency with the seventeen -
“recominenda_tions-’? cf the NAS Report is contrary to the language of the statute
and, in any event, does not undercut the reasonableness of EPA’s construciion.

The language of the Appropriations Act required EPA to issue a rule
cons1stent with the pr1nc1p1es proposed” in the NAS Report Congress said
“principles,” not ‘recommendations.” g A “principle” is a general or fundamental
truth’; or a “fundamental law, doctrine, or assurnption on which others are based or
from which others are derived.” Webster’s Thirci New International Dictionary of
the English Language 1803 ('1966.). ‘Recommendations can be based upon |
principles but a recommendation is nct a principle. Under Chevron step one, the
Court must give effect to the unambiguously expressed intent of Congress.

Even if the Court finds the term principles ambiguous, EPA’s
interpretation of “p‘r1nc1ples” to refer to those items that the NAS Report calls

principles is reasonable. When Congress passed the Appropriations Act in 2005,
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it obviously_ was aware of the NAS Report published in 2004, and knew it
contained seventeen speciﬁc recommendations that Were, in fact, styled as
- “recommendations.” Further, in other statutes, Congress has demonstrated its
vability to require that a rule be consistent with NAS “recommendations” when that
was its intent. 'See Nuclear Energy Inst., Inc. v. EPA, 373 F.3d 1251, 1267 (D;CT
Cir. 2004) (Energy Polioy Act required EPA to promulgate standards “based upon
and consistent with the findings and recommendations of the National Academy of
Sciences™) (emphasis _added). Yet, in this case, Congress did not re(iuire that EPA
. issue a rule consistent with the “recommendations” proposed in the NAS Report.
Rat_her,v it referred to a more general concept: consistency with “the principles” of
- the NAS Report. |
Further, EPA’s interpretation avoids a reading of the Appropriations Act
that renders some Words of the statute redundant. See Gustafson v. Alloyd Co., 513
U.S. 561, 574 (1995) (courts should :avoid a reading of statute which renders some
words aitogether redundant). The Appropriations Act specifically requires _that the
| Research Rule establish a Human Subjects Review Board. SPAI. Yet,
Recommendation 6-2 of the NAS Report recommends that EPA establish a Human |
Studies Review Board. A258. If _“principles” means “recommenda'tions,” there
was no reason for Congress to address expressly the Human Subjects Review
Board in the Appropriations Act when it was alre,ady inclnded as an NAS Report
recommendation. In sum, EPA"s interpretation of the statutory‘ language to require
consistency with principles proposed by the NAYS, rather than the specific
recommendations made, is reasonable. | | |
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EPA comphed w1th this congressronal directive by undertaklng a careful
read1ng of the NAS Report and identifying the numerous instances where the NAS
Report refers to “principles.” 71 Fed. Reg, at 6164 (SPA30). Based upon this ’

| reView EPA identiﬁed three principles contained in the NAS Report, which
corresponded to the three fundamental ethical pr1nc1p1es defined by the Belmont
Report. Id. These three principles are:

¢

(1) respect for persons .— “the [Voluntary informed] consent requirement
expresses the principle of respect for persons, including respect for and

- promotion of autonomous ch01ces ” A243 (NAS Report);

(2) beneficence —“determining whether the pr1nc1ple of beneficence has
been satisfied requires balancing the anticipated risks to study participants
against the anticipated benefits of the study to society,” A230 (NAS Report),
A179; and

(3) justice -- equitable selection of subjects “derives from the principle ofj
justice identified in the Belmont report.” A237 (NAS Report).

EPA’s interpretation of the'Appropriations Act’s language of the' “principles
proposed in” the NAS Report as referrlng to the three principles of the Belmont |
Report is reasonable because of the NAS Report’s repeated references to these
principles, which form the basis for many of the recommendations contained in the
NAS Report. Although the NAS Report recognizes and_refers to the broad body of
documents* that have been developed over the vyears for guiding the evolution of |

ethical standards for human research, the NAS Report parsed that body of -

& The Belmont Report is formally titled “Ethical Principles and Guidelines for
the Protection of Human Subjects of Research,” prepared by the National
Commission for the Protection of Human Subjects of Biomedical and Behav1ora1
Research. A1286 ' :
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standards and selected the principles of respect of persons, beneﬁcence, and justice
as the primary three principles that should inform use of human subjects in
research. See, e.g., A221 (... the three basic ethical principles governing the
- protection of research participants — respect for persons, beneficence and
justice ...”). For example, the NAS Report states
Several of [the recommendations in Chapter 5] reflect the ethical
principles presented in the Belmont Report: beneficence, justice, and
- respect for persons. . . . While the discussion of risk-benefit analysis
- and scientific validity in the two preceding chapters largely reflected
ethical considerations based on the principle of beneficence, this
chapter focuses mainly on ethical considerations based on the
principles of justice and respect for persons. The principle of justice
guided the committee’s judgments about the selection and recruitment
of participants in research and compensation for research-related
injuries, while the principle of respect for persons shaped the
committee’s recommendations about voluntary informed consent by
. potential research participants.
A236-37 (NAS Report at 113-14); see also e. g, A133, A237 (principle of juétice);
A135, A243 (principle of respect for persons); A221-22, A230-31 (principlé of
beneficence). The Research Rule is wholly consistent with these principles of the
- NAS Report.’
The Research Rule is consistent with the prinéiple of respect for persons.
This principle invokes stahdards for leuntary informed consent. The Research
Rule contains lengthy, detailed requirements for informed consent in 40 C.F.R. §
26.1116. In general, this section prohibits an investigator from involving a human
as a subject unless the investigator has obtained the legally effective informed

- consent of the subject or the subject’s authorized representative. Id. The consent

must be obtained under circumstances that allow consideration of whether or not to
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participate and that minimize -the possibility 'of coercion. Id. The information
provided to the subject must be in language understandable to the Subj ect, and
cannot include any exculpatory language through which the subject waives any
| legal rights or provides a release of liability for negligence. Id |
In addition, the Research Rule specifies eight basic elements of informed
consent that must be provided to each subj ect. These include an explanation of the
rese'ar'ch, a description of foreseeable risks oi discomforts, edescription of any
benefits to the subject, a disclosure of a'ppronriate alternative procednres that might
‘be advantageOUS tol the subject, and a statement de‘scribing the extent to which |
‘confidentiality will be maintained.” 40 C.F.R. § 26.1116(a)(1)-(5) (SPA39). In
addition, the subject must .be provided an explanation as to whether compensation
or medical treatments are AVailable, an explanation of whern to centact for ansizvers‘
to questions or in the event of injury, and a staten1ent that participation is voluntary
and that refusal to participate will not involve a penalty or loss of benefits to which
| the subject is otherwise entitled. Id § 26i.lll6(a)(6)-(8) (SPA39). The subject
must be told that he or she may discontinue participation at any time withont ‘
. penalty or loss of benefits to which the subject is otherwise entitled. Id. §
26.1116(a)(8) (SPA39). Finally, the subject must be informed of the identity of the
pestieide and the nature of its pesticidal funetion. Id. § 26.lll6(e) (SPA39). The -
Resfea.rch Rule also requires appropriate documentation of this informed censent. |
Id §26.1117 (SPA39). Together, these provisions for info_rmed consent are |

consistent with the NAS Report’s principle of respect for peréons. -
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The Research Rule is also consistent With the NAS Report’s principle of
beneﬁcertce. Beneficence requires ensufing that the anticipated risks to ‘study
participants are both minimized and outweighed by the anticipated benefits to the
- subject or to society. The consistency of the Research Rule with this principle is
eVidenced by setferal of its provisions. In order for research cevered by the Rule to
proceed, an Institutional Revieiy Board Itlust determine that risks te human
subjects are minimized by the use of Vprocedures that are consistent with sound
research design and Whic}t do not unnecessatrily expose subjects to risk. Id. §

26. 111 l(a)(l) (SPA 38). The IRB must alsq determine that risks to subjects are
reasonable in relation to anticipated beneﬂts, if any, to the subjects, and the
importahce of the knowledge that reasonably may be expected to result. Id.

| Finally, the Research Rule is consistent with the NAS Report’s principle of
justice, Which‘eoncems the equitable distriBution of the costs and benefits of the \}
research. This principle requires the equitable selection of subjects, which is an
- express prerequisite for the atpproval_of research by an IRB. Id.§ 26.1 111(a)(3)
(SPA38) (IRB must determine.that the “[s]election of s_ﬁbjects is equitable.”) In
making its assessment, the IRB is required to be partieularly attentive to the special
' probleltls of research involving vulneréble populations, such as prisoners, meﬁtally
disabled 'pefsons or economically or educationelly disadvantaged persons and to
ensure as a condition of IRB approval that “additional safeguards have been
included in the study to protect the rights and welfare of these subjects.’f Id §
| 261 111(b) (SPA38). Thus, the Research Rule is consistent ;zvith all three
fundamental principles contained in the NAS Report.
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Petiﬁ_oners’ argument that the Research Rule rriust be consistent with thé 17.
speéiﬁc re_coinmendations of the NAS Report SIiffers from a debiliteiting flaw: the
statute did nbt require éonsistency with the NAS Reportié “recomméndations.”
Petitioners argue that the congressioxial intent they purport to find is cleai and that
| no further inquiry is needed under Chevron step one. Pet. Br. at 45. Yet,

Petitioners’ 6wn explanation of this statutory languagé undercuts any such
argument. Petitioners sta'te:.“the Report’s ‘recommendations’ were its ‘proposals,’
“and the Report’s/ ‘scientific and ethical principles’ were its ‘recomlilgndatiohs.”’ ‘
Pet. Br. at 44. Yet, rather than demonstrating “Congress’ 'élear purpose,” Pet.‘ Br. g
at 45, this senteilce in fact shows the i_:ontrar‘y — had Ci)ilgress intended EPA to
follow the NAS Report’s 'speciﬁc recommeniiations, it would and could have said
o . . ‘
In acidition; Petitioners’ argument that “principles” are the same as
“recommendations” fails to account for the fac_t that the NAS Report itself
~ distinguishes betweenvthe two concepts. For example, the NAS committee stated v‘
that it “explored in great depth prinéiples of both ethical and scientific validity in
- order to make recommendations about how accepted principles should be applied |
here.” A1,63 (emphasis added). Similarly, in Recommendation 5-3, which -
addressés eéonon_iic inducement, the NAS refers to “the principlés of justice and
respect for persons.” ‘A243. Thus, the NAS distinguished bétween p.rinciples"and

recommendations. EPA reasonably did so as well.
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IV. The Research Rule is Consistent W1th the Prlnclples of the Nuremberg
Code.

The Appropriations Act also directed that the Researchv Rule be consistent
with the principles of \the Nuremberg Code. The Nuremberg Code contains ten
express “principles.” Petitioners érgue that the Research Rule is not consistent
with the first three Nuremberg Code principles: voluntary consent, prohibition on
- unnecessary research, and accounting for prior animal research. As explained

below, the Research Rule is consistent with each of these principles.
The phrase “consistent with” is an ambiguous pbrase fhat requires the court
to defer toreasonable agency determinations. Natural Resources Def. Council v.
Daley,‘ 209 F.3d 747, 754 (D.C. Cir. 2000); Environmental Def. Fund v. EPA, 82
F.3d 451, 457 (D C. Cir. 1996). The phrase “consistent W1th” is “flexible statutory |
language” and does not requlre an exact correspondence but only congruity or
.compat1b111ty Nuclear Energy Inst., 373 F. 3d at 1269 (quotlng Envzronmental
Def: Fund 82 F. 3d at 457)
As d1scussed below, Petitioners and Amici demanci an exact correspondence
with the Nuremberg Code, but such exactness is not required. For example, Amici -
v assert that “[e]ach and every principle of the Nuremberg Code, in short, has to be
~ incorporated in the EPA rule in ﬁdz e Amici Br. at 25 (emphasis added). If
that was what Congress' intended, it could easily have vspeciﬁed in the
Appropriations Act that the rule shall incorporate in full the principles of the
, Nuremberg Code. It d1d not do so, and instead set forth the more flexible yardstlck |

of cons1stency
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A. The Research Rule is Consistent with the Nuremberg Principle of
Voluntary Consent and the Related Provision of FIFRA.

The first prinCiple of the Nuremberg Code provides:

The voluntary consent of the human subject is absolufely essential.
This means that the person involved should have legal capacity to give
consent; should be so situated as to be able to exercise free power of
choice, without the intervention of any element of force, fraud, deceit,
duress, overreaching or other ulterior form of constraint or coercion;
and should have sufficient knowledge and comprehension of the
elements of the subject matter involved as to enable him to make an
understanding and enlightened decision.

A529.

- As explained above in the discussion of the principlé “respect for persons,”
the Research Rule contains thorough and detailed provisions ensuring inform_ed‘
consent. See supra eit 40-41. It requires voluntary consent, without circumstances
of coercion or undue inﬂuenpe, and with full disclos.ureé to the subjects of the
material information about the study and its potential con'seqliences.} See supra at
40-41; 40 C.F.R. § 26.1116(a)(1) (SPA39).

Petitioners cite examples of studies with disclosures they identify as
~misleading, Pet. Br. at 49-50, but these examples demonstrate the need for and the
- adequacy of the Research Rule. The studies cited by Petitioners all ‘took place
- prior to adoption of the Research Rule, at a time when EPA had no regulations
- governing intentional dosing studies conducted by third parties. By adopting the
Research Rule, the'types of misleading statements in the informed consent

materials cited by Petitioners would no longer be permitted. Petitioners’ example

of third-party researchers referring to a pesticide as a “drug,” Pet. Br. at 49, is’
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addressed by the Research Rule’s requirements that the subject of research

N involving _intentional exposure to a pesticide be informed of the identify of the
pesticide and the nature of its pesticidal function. See 40 C.F.R. § 26.1116(e) -
(SPA39). Amici’s example where the researcher did not i(ientify the test subetance
~ as a pesticide or describe potential health effects would also be contrary to the
Research Rule’s requirements. Amicus Br. at 20-21. Other inaccurate statements
regarding foreseeaible riske or potential benefits would violate the informed
consent requirements of the Research Rule. Petitioners’ examples thus serve to
provide strong evidence of the need for the Research Rule to govern third-party
research involving pesticides, rather than supporting Petitioners’ apparent
argument that the Rule should be vacated in its entirety.

Petitioners nonetheless argue that the Research Rule is inconsistent with this
first Nuremberg principle in three ways, but each argument lacks merit. First,
Petitioners contend that the Research Rule is inconsistent with the first Nuremberg
Code principle because the rule allows consent to be provided by the subj ect’s
1egaily authorized representative. However, allowing consent by authorized
repreSentatives ‘does not make the ‘Research Rule inconsistent Witn the Nuremberg
- Code. Initially, EPA notes that the operative word in the Nuremberg Code
proifision related to legal capacity is “should.” The principle does not state that the
person involved “milst” o‘r “shall” have legall capacity to give consent. The use of
the word “should” indicates a preferred approach but not an approach required in

every circumstance. In circumstances where a person does not have independent
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legal capacity to give consent, the Nuremberg Code does not prohibit consent from
being provided by a legal representative who has been given t’he capacity to
provide consent. | |

‘Second, the concern with Consent by 1ega1 representatives generally arises
when a parent consents to the participation of his or her children as human
subj ects. However, the Research Rule prohibits EPA frorn condlicting or
supporting research involving intentional exposure of children. 40 C.F.R.
§§ 26.202, 26. 203 (SPA34-35). It further prohibits third parties from: conductlng
. or sponsoring research.involving intentional exposure of children where the |
research is intended for submission to EPA under FIFRA or FEDCA. Id. Subpart
L (SPA40). Thus, the issue of legal representatives providing consent on belia_lf of
- children for their participation in research involving intentional exposure is not at
issue because of the prohibitions on using children as subj ects under tIie Research |
Rule.. | |

In the case of other persons who are not able toprovide informed consent,
the Research Rule follows the vvell-recognized exception for legal representatives
contained in the ethical codes and standards governing human research developed
in the 50 'years. following the publication of the Nurernberg Code. The primary
authorities relating to the ethical conduct of research with hnman subjects — the
Common Rnle, the Declaration of Helsinki and the Belmont Report — provide that
 consent mav be given by a legal representative in cases where the subject does not

~ have the legal capacity for consent. 40 C.F.R. § 26.116 (Common Rule); A1284
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(Declaration of Helsinki); A1293-94 (Belmont Report). The NAS Report also
recognizes that consent by legal répresentatives is appropriate in certain |
_v circumstances. A135, A243. Numerous federal agencies and departments, -
including the: EPA, adopted this evolved standard for informed consent in the
Common Rule, which governs reséarch conducted or supported by federal
‘ agéncies, by allowing consent to be provided by legally authdrized representatives.
See 56 Fed. Reg. 28,003; 40 C.F.R. § 26.111(a)(4). Since 1991, the Common Rule
has governed human subjects research conducted or supported'by EPA, including
that relating to pesticides. ‘EPA believes the Common Rule is compatible with thel
Nuremberg Code and with the congressional requirement in FIFRA that prohibits |
tests on a‘ human being ébsent the consent of ‘that person. See 7 U.S.C. §
136j(a)(2)(P).

| The other two objections raised by Petitioners seek more stringent
requirements but, in both cases, the language of the Research Rule is consistent
with the Nuremberg Code. Petitioners cite to the Nuremberg Code’s requirement "
: t_nat “the person i_nvolv_ed should have sufficient knowledge and comprehension of \

the elements of the subject matter il’lVOlVéd as to enable him to make an

understanding and enlightened decision.” Pet. Br. at 53 (emphasis in Pet. Br.)¥

¥ Intheir brief, Petitioners incorrectly assert that the NAS Report determined
that the Common Rule standards were so inadequate that subjects often do not

~ understand the research in which they are participating. Pet. Br. at 53. However,
when the NAS committee made that statement, it was not specifically talking about

~ the standards in or limitations of the Common Rule; it was speaking about the

~ general comprehension level of subjects who participate in any human studies, not
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The Research Rule requires that the “infermatien that is giveri to the subject or the
representative shall be in language imderstandable to the subject or the
representative.” 40 C.F.R. § 26.1116 (SPA39). EPA reasonably believes thata
person will gain sufﬁcient comprehension if the information given is in langilage
r understendable to the subj ect. The Appropriatioils Act required that the ReSearch
Rule be consistent with the principle that a person have sufficient knowledge and
comprehension, arld the Research Rule is compatible with thie principle.léf _

| Finally, Petitioners claim that the Research Rule is not consistent with the
Nuremberg Code requirement that huinan subjects be so sitliated as to be able to
exercis‘e. free power of choice, withoutthe intervention of any element ef force,
fraud, deceit, duress, or overreaching. Pet. Br. At 53-54. The Research Rule '
proilides that the “inveétig_ator_shall seek such consent _ohly under circumstances
that provicie vth_e prespeetive subject or the representative'sufﬁcient_opportunity' to
consider. whether or not to participate and that minimize the possibility of coercion

or undue inﬂuence}.”' 40 C.F.R. § 26.1116 (SPA39). Minimiziiig the possibility of

~ just tholse governed by the Common Rule. See A243 -44.

- Petitioners’ preferred approach is not consistent with a NAS Report

. recommendation. Recommendation 5-4 suggests that EPA develop and ‘

- disseminate to relevant IRBs, investigators, and sponsors a list of best practices
regarding informed consent. Significantly, the NAS drew a distinction between
EPA-sponsored tests and third-party tests in making this recommendation. The
NAS recommended that EPA should require the use of best practices in studies it
sponsors or conducts but, significantly, for third-party studies it recommended that
EPA only “encourage all sponsors and investigators to adopt these practices.”
A245.
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coercion or undue influence does not exactly replicate the Nuremberg language,
but exact correspondence of language is :not required. The language of the
Research Rule is compatible with the principle of the Nuremberg Code. |

Petitioners argue that the Research Rule does not adequately protect -
prisoners. Pet. Br. at 54-55. The Research Rule’s provisions are adequate to
protect prisoners in the extremely unlikely event that someone proposed to eonduct
such a study. EPA has never conducted or supported any human stud1es with
prisoner subjects, none has been submitted to EPA for many years, and EPA does
" not expect any new studies on prisoners. 71 Fed. Reg. at 6153 (SPA19). Inthe
event such a study were to be proposed, it would be subject to the Research Rule’s
requirements, including those requiring special safeguards for prisoners. 71 Fed.
| Reg. at 6154 (SPAZO); 40 C.F.R. § 26.1111(a)(3); 26.1111(b) (SPA38). EPA has
also stated its intent not to approve such a study, absent a compelling justidﬁcation;
71 Fed. Reg. at 6154 (SPA20). Thus, the Research Rule provides adequate
proteetion for prisoners. Id.

In each of these instances of alleged inconsistency,‘_E'PA’s Research Rule is
consistent with the Nuremberg Code. As discussed above, the phrase “consistent '~
with” leaves EPA wjth some flexibility in crafting standards. Nuclear Energj/
Inst., 373 F.3d at 1273. "EPA has not stretched this flexibility to include terms that
are inconsistent with the Nuremberg Code. Id. Therefore, the Court should find
EPA’s informed consent }pr'OVisions consistent with the first principle of the

Nuremberg Code.
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B. The Research Rule ‘lS. Consistent with the Nureinbefg Code’s
Third Principle Because the Antlclpated Results Will Justify the
Performance of the Experiment.

The Third Nuremberg pr1nc1ple states that

[t]he experiment should be so designed and based-on the results of

animal experimentation and a knowledge of the natural history of the

disease or other problem under study that the anticipated results

justify the performance of the experiment.

A529. The Research Rule is consistent with this sfandard.

The profec'ol fe?iew process required by the Research Rule provides
consistency with this Nuremberg principle. Any person who intends to conduct or
sponsor hufhan research involving intentional exposure and intended for
submission to EPA under fhe pesticide laws must first subrhit detailed inforfnation
to EPA for review and approval before initiating the research. 40 C.F.R. § 26.1125 |
(SPA40). This information includes a discussion of potential risks to human
subj ects, measufes proposed to minimize such risks, the nature end magnifude of
all expec_ted benefits, alternative means of obtaining information cemparable to
‘what would be collected through the proposed research, and the balance of risks
and benefits of the proposed research. 1ld. §26.1 125(a) (SPA40). As part of
EPA’s review;'EPA has access to all available laborato'ry‘animal stu‘dies on the
poteﬁtiel toxicity of the pesticide.because that information is required to be
submitted to EPA under FIFRA. Sections 3(c)(1) and 6(a)(2), 7 U.S:C. §§ |
13;6a(c)('1) }and 136d(a)(2). EPA considers the animal studies and the materials

required to be. Submitted under the Research Rule prior to approving the study.
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In addition, the Human Studies Review Board established by the Research
Rule conducts an additional review of proposed studies. After EPA staff conduct
an initial evaluation of proposed research, EPA must submit the research protocol
and all supporting materlals to the HSRB. 40 C.F.R. § 26.1601(d) (SPA41) The
HSRB provides an additional review of the proposed experiment, and agaln .
considers the animal studies and the materials required to be submitted under the
Research Rule.

These two reviews enable EPA to determine whether the proposed
experiment was designed and based on the results of animal experimentati.on and
whether the anticipated results justify the performance of the experiment.
Therefore, the Research Rule is consistent with the third principle of the
Nuremberg Code | | |

C. The Research Rule is Consistent with the Second Principle of the

Nuremberg Code, Which Requires that the Experiment Yield
Fruitful Results Not Procurable by Other Methods.

The second principle of the Nuremberg'Code provides:

The experiment should be such as to yield fruitful results for the good

of society, unprocurable by other methods or means of study, and not

random or unnecessary in nature.

- A529. Again, the procedures required by the Research Rule for prior review and
approval are co_nsistent with this principle. - |

The IRB, EPA and HSRB procedures are all consistent with this provision.

- The Research Rule provides that an IRB shall not approve proposed research

unless “[r]isks to subjects are reasonable in relation to anticipated benefits, if any,
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fo subjects, and fhe importance of the knowledge that may reaisonably be expected
to result.” 40 C.F.R. § 26. 1111(a)(2) (SPA3 8) As discussed in the prior section,
both the EPA and HSRB review processes require con51derat10n of alternative
means of obtaining information comparable to what would be collected through
_propos'ed research and require balancing the risks and benefits of the proposed
research. See 40 C.F.R. §§ 26.1125(a), 26.1601(d) (SPA40-41). EPA will
approve aproposal for research with huxhan subjecté and accept reports of such
research only if it determmes that the research is likely to y1e1d frultful results for -
the good of society. See A1278 Such a study would not be “random or

' unnecessary” in nature, partlcularly following consideration of 1nfqrmat1on
provided about altemative means Qf ohtaining the inforniati‘on. Thus, the Research

Rule is consistent with the second principle of the Nuremberg Code.
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CONCLUSION
Fbr reasons stated above, the pétitions fér review shoulyld be dismissed or
denied. ¢ |
| Respectfully submitted, |

SUE ELLEN WOOLDRIDGE
Assistant Attorney General

JOHN CRUDEN .
Deputy Assistant Attorney General
Environment and Natural Resources
Division

ALAN D. GREENBERG
Environmental Defense Section
U.S. Department of Justice
1961 Stout St. - 8" Floor
~ Denver, CO 80294
{(303) 844-1366
Of Counsel: -

- ANGELA HUSKEY

U.S. Environmental Protection Agency
Ariel Rios Building

1200 Pennsylvania Avenue, N.W.
Washington, D.C. 20460

. November 16, 2006

1 . Inthe event the Court finds any part of the Research Rule unlawful, it should
remand the Rule to EPA for further proceedings but should not vacate the Rule.

As discussed above, the Research Rule fills a regulatory gap in which third-party
intentional dosing human toxicity studies were generally unregulated. In a case
like this, where Petitioners favor the steps EPA has already taken, but challenge the
Research Rule in order to force EPA to take further steps, remand without vacatur
is appropriate. See Fertilizer Inst. v. EPA, 935 F.2d 1303, 1312 (D.C. Cir. 1991).
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INTEREST OF THE AMICUS CURIAE
Amici Senator Barbara Boxer, Senator B.illiNeISOn, Congressman
- Henry A. Waxman, and Congresswoman Hilda Solis urge the United States
Court of Appeals for the Second Circuit to rule in favor of petitioners. This
case turns on whether the EPA’s Human Testing' Rule, 71 Fed. Reg. 6138-01
(Feb 6,2006), encoded at 40 C.F.R. Parts 9 and 26 is 1ncon51stent with the
mandate prov1ded by Congress in the Department of the Interlor |
Environment, and Related. Agenc1es Approprlatlons Act 2006, § 201, Pub
L. 109- 54, 119 Stat. 499. Amlc1 WETe Sponsors, Co-Sponsors, or supporters
of the relevant provisions in the Senate and House of Representatives, and
have an interest in ensuring that EPA observes both the letter ef the statute

and its intent.

ARGUMENT
Congress passed a law requiring EPA to premulgate its ‘human testing
rule because of the r_eaiization that withput governmentcontrols, humans
eould be dosed With.‘ pesticides without their consent in an effort to weaken
safety standards for those pesticides - or at least their consent in any real,
freely given sense. Congress was concerned abQut the petenti‘al for human
subjects to be injured through th_eirf participation in pesticide 'studies. ,

Congress was particularly concerned about pregnant women, infants, and



children beirig induced into participating as human guinea pigs. Not only
are these subpopulations pbténtially mdré sensitive to the effects of
pesticidgs, bﬁt pesticide registrants may héye a hatural desire to conduct
research on these subpopulations given that actual data could result in
significantly more lenient regulatory standards.

Because EPA’s rule fails to prevent this sort of te_sfing, despite )
Congress’s clear instructions to the contrary, we file this amicus brief in
' suﬁport of petitioners. Because EPA’s rule is inconsistent With Congress’s
statutory guidance and the very purpose of Congress’s decision to législate,
it must be vacated and remanded. |

I EPA Failed To Follow Congress’s Clear Intent To Prohibit
Pesticide Testing On Pregnant Women And Children.

Thé plain langﬁage of the statute establishes that Cohgress wanted_
'pesticide testing on pregnant women, infants, and children Banned. |
Congress ‘dir'ecte-d EPA fo prohibit “the use of pregnant .\.)vonien, infants, or
children as subjects.” }§ 201. The conference report indicated that
“[c]oncern is particularly acute for pregnant Women, fetuse"s, and children.”
H. Rep. No. 10.9-188 (2005). Congress acted because, as co-spyon.sor Rep.
Hilda Solis noted, “[i]ntentioﬁal human toxicity testing haé a troubling

history that includes manipulation and abuse of the most vulnerable

~members of society.” 151 Cong. Rec. H7018,.7021 (daily ed. July 28, 2005).
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: Accordingly, as Senator Barbara Boxer explained, a comp_rehensive o
regulatory scheme was crucial if “one cares about 'protecting children and
~ families.” 151 Cong. Rec. 87552, 7554 (daily ed. Jline 29, 2.005) (statement
of Sen. Boxer). |
EPA’s rule fails to irnple'ment the ban required by Congress. Instead,’ ‘
the rulel only prohibits the use of data collected from pesticide
experimentation on pregrlant women, \irlfants, an(i children fcr certain
purpcses. See 40 C.F.R. §§ 26.1701, 2_6.1702, & 26.1706 (200_6).
Speciﬁcally, Congress did not limit its instructions to EPA to cover
actions ‘pursuant to only two of the many statutes that the agency |
administers. The statute says that “[s]uch rule shall not permit the use of
pregnant worr.len,A infants or children as subjects.” § 201. The EPA
.. regulation, in contrast, only proi/ides that its regulations “appl[y] to EPA’s |
decisions whether to reiy on its actions taken undertlie Federal ‘Insecticide,
| Fungicide, and Rodentic-ide Act (7 U.S.C. § 136 et seq.) or section 408 of the
Federal FQod, Drug, arid Cosmetic Act (21 U.S.C. § 346a).” Since EPA’s
regulation fails by its-own terms to apply the ban to its other programs for
which human testing may be permissible — anci EPA might consider such
studies pursuarit to its regulatory authority. under the Safe Drinking Water

~ Act and the Clean Water Act, for example — it is inconsistent with that



instruction. See Yellow Transp., Inc. v. Michz‘gan, 537 U.S. 36, 45 (2002)
(“If the statute speaks clearly to-the precise question at issue, Congress must
give effect to the una_rﬁbiguously expressed intent of Congress.”) (internal
quotation marks omitted); sée also Chevron U.S.A., Inc. v. Natural Res. Def
Council, 4 67 U.S. 837, 842-843 (1984) (“If the intent of 'C‘ongress is cIear,
that is the end of ,the matter; for the court, as well as the agency, must give
effect to the uhambiguously expressed intent of Congress.”).

Congress did not, in short,"limit its sta’aitory instructions to FIFRA
and the FDCA. But-bécause EPA interpreted its instructions as limited to -
those two regulatofy programs, its ‘rule Viola’t_es the plain meaning of Section-
201.

Congress legislated compre_hensiver because EPA itsélf has an
inconsisteﬁt record on the protection of pregnant women, infants and
children ﬁom the harms of human testing. The agency planned a joint
federal-industry st}idy to test the effect.of chemicals on‘Floridé children

from newborn to three years old as part of the Children’s Environinental |
Exposure Research Study (CI—[EERS). Michael Janofsky, Nominee
Challenged Over Program on Pesticides, Néw York Ti__mes,‘Apr. 7, 2005, at
A19; In exchange for participation in these tests, EPA planned to offer

participating families $970, a free video camera, a T-shirt, and a framed



certificate of appreciation. David DeCamp, EPA Dreps Contested Pest'icide}
Study, Florida Times, April 9, 2005.

| Congress found EPA’s conduct deeply treubling. Florida senator Bill
Nelson declared that he had had a"“r.)ellyﬁll of'this kind of stuff to come in
on the citizens of the State of Florida, and’ I want it stopped.” 151 Cong,.

" Rec. 37554, 7554 (daily ed. June 29, 2005) (statement of Sen. Nelson).
Congressman Sanford Bishop eharacterized CHEERS as “a trifecta ef
un’ethieal,‘ immoral, and unscientiﬁc research,”- 151 Cong. Ree. H3651, 3670
(daily ed. May 19, 2005) (statement of Rep. rBishop); and many others
agreed.’ Congress’s concerns are, of course, Well-grOunded in establisned |
science, as well as ethics. More than a decade before EPA developed the
CHEERS program, the National Academy of Sciences raised concerns that
exposure of children to pesticides like that involved in the CHEERS study
may cause “acute organophospnate pesticide poisoniné.” See U..S.' House of
}Representatives, Committee on Gotfefnment Reform—Minority Staff |
Special Investigations Division and United States Senate, Ofﬁee of Senator |

Barbara Boxer, Environmental Staff, H uman'Pes.ticide Experiments, at 10

! See also 151 Cong. Rec. H7018, 7021 (July 28, 2005) (statement of Rep.
Solis) (noting that “the Solis-Bishop amendment is supported by
environmental and diverse religious organizations and among more than
80,000 others who have written to me saying they oppose the CHEERS
study and support a moratorlum on this type of testing.”)



(June 2005), available at
http://Www.democrats.reform;houSe. gov/Documents/2005 0627115401-
68567.pdf. (last visited Oct. 2, 2006) (A678%) [hereinafter Human Pesticide |
| Experiments].
The CHEERS study provided unethical incentivés and misleading
* disclosures and was much more than simply an observational study.
Through the study, EPA direcﬂy éncOuraged and endorsed the exposufe of
very young children to toxic pesﬁdides, placing them in harm’s way and
changing tﬁe'status quo. |

Congress accérdingly tried to make sure that its intention to ban
testing on pregnant women, infants, and children was very clear. TheA floor
statements of thé Sponsors and supporters of the bill reaffirm the intent that
EPA’s implementatibn ignores. “A [ﬂoor] statement of one of the
legislation’s sponsors ... deserveé to be accorded sﬁbstantial weight in
interpreting the statu‘;é.”- Federal Energy Admz’ni&tration V. Algonquin SN G,
Inc 426 U.S. 548, 564 (1976);; see also AMerican Trucking A;ss 'n, Inc. v.
ICC, 697 F.2d 1146, 1149 (D.C. Cir. 1983) (Scaiia, J.) (relying on floor

statements as part of the relevant legislative history of a statute); Southeast

g Citatioﬁs to ‘A___’ are to the Appendix filed by Petitioners with their
Opening Brief. : -



Shipyard Ass’'n v. United States, 97§ F.2d 1541, 1546 (D.C. Cir. 199\2)

(rel}-'ingv on floor debate to establish legislative inte.nt).‘

Senator Bill Ne_lson ébserved that “[a]ny exposure of an infant child
or a pregnant woman to a toxin basically should be prohibited,geven in doses
that are not expected to do any ha_rm.”. 151 Cong. Rec. S7552, 7554 (daily
ed. June 29,2005) (statement of Sen. Nelson). He did so because, as he
explained, “[t]hé human tvestin‘g. of pesticides offers no therapeutic benefit.”
Id. Cdngressman Alcee Hastings noted that the legislation Congress passed |
“stops EPA from intentiqnally exposing pregnant Womén and childrento
pesticides.” 151 céng. Rec. H6941, 6942 (daily ed. July 28, 2005)
(statement of Rep. Hastings); - |

EPA’s failure to follow Congress’s clear instructions, given inboth -
the language of the statute #nd floor debates, prohibiting pesticide testing on
pregnant vwomen, infénts, and children is sufficient reason té vacate and -
remand the rule to the agency.

II.  Congress Intended Consistency BetWeen» the Rule and the
Seventeen Principles Set Forth in the 2004 National Academy of
Sciences Report, Not the More General “Belmont Principlesf’f
Section 201 was Cbngress’s attempt to set minimum ethical and

scientific requirements for EPA’s human tésting rule. Congress recognized

that in absence of guidelines, EPA had been reviewing “over 20 human



dosing studies . . . [that] routinely violate ethical and scientiﬁc standards laid
out in the Nuremburg Code, the Declaration of Helsinki, the ‘Comrnon
Rule,’ and the National Academy of Scienees recornmendations on human
| :testing.” See 151 Cong. Rec. S7553 (daily ed. June 29, 2005) (statement of
Sen. Boxer) (describing statements made prior to Conference supporting two
competing arnendments considered by the Senate; one alé.o appljring to
“third-party intentional human dosing studies for pesticides”). Accordingly,
Congress sought to constrain the EPA’s discretion by putting something “in
| place that would guide these experiments” and EPA’s use and consideration
of them. See id. | |

Congress incorporated the principles of the 2004 NAS réport into the
protections it Wanted EPA to provide test subjects. In fact, it said in Sectien
201 that the' EPA rule “shall be consistent with the principles proposed in the
2004 report of the National Academy of Sciences.” The only eXceptionS to
strict compliance with that report would be for occasions wherel the express
language of section 26 1 | provided for other, independent protections, such as
the ben 'on. the use of pregnant women, infants, and children aé test subjects.
This report eontained seventeen concrete “recommendations to strengthen
. evefsight and provide guidance for the use of intentienal human dosing

studies,” A129, which were developed in response to similar concerns as



those before us ncw,' A125-27. These recor_nmendations ranged from issuing :
guidelines for determining whether intentional human dosing is scientifically
Valid, A130, to develcping,besfpractice_s for informed consent, A133-36.
Morecver; these recommendations were pnrposefuliy speciﬁc, not general. -
See A129 (“Becausevof the complexity of the issues considered by the
committee and the need}tc be spec’iﬁc aboui the proposals being made, the
recommendations follow.”). | |
- But the EPA failed to comply with}thelegislative mandate io fol_iow |
the seventeen recommendations of the 2004 NAS Report. Instead, the EPA
‘relied on “‘fundamental ethicai principles’ identified by the National |
Commission for the Protection of Huma.n Slibjects of Biomedical and
Behavioral Research (National Commission) in its report, Ethical Principles
and Guidelines for the Protection of Human Subj ects of Research (the
‘Belmont Report’).” 71 Fed. Reg. 6138, 6164. In other i&ords, according to
| | the EPA, “principles proposed in the 2004 report of the Naticnal Academy
of Sciences” refers not to the 2004 NAS Report itself, but to a report
mentioned only 12 times within the 208 pages of the 2004 NAS Report. See
Al 08-33 1, available at http://dai'Win.nep.edu/}_ books/0309091721/html/ |
(2004) (using search term “Belmont”).‘ Such a ccncluSion contravenes the

vplain language of Congress, which nowhere mentioned the report EPA used,



and is unsupported by either traditional statutory analysis or the legislative
history. Chevron U.S.A., Inc., 467 U.S. at 842-43 (examining “whether |
,Congress has directly spoken to the preeise question at issue” to determine
whether to uphold an egency’s interpretation of a stattute); see also id. at 843
n.9 (applying traditional tools of statutery construction). Indeed, aside from
conflicting with Congress’s clear intent, EPA’s sele reliénce on the Belmont
Report is lneyond the scope permitted by Congres_;s. See zd at 843-44
(allowing a rule to stand enly if it is based on a permissible construction of
the a/uthorizing statute). Accordingly, this Court sheuld}set aside the human
testing rule. |

~A.  Traditional Principles Of Statutory Interpretation

Demonstrate That Congress Intended Consistency With
The Seventeen Recommendations 2004 NAS Report.

In requiring EPA to rely upon the “principles proposed in the 2004
report of the National Academy of Sciences,” § 201, Congress i.ntend.ed EPA‘
to base its rule on the seventeen enumerated scientiﬁc-and- ethical
recommendations of the NAS Report. It had no intention of allowing the
vague langnage of the Belmont Repert to supersede the seventeen concrete
' recommendations of the NAS Repert. While the Belmont Report is
refereneed in the 2004 NAS Report; neither the Belmont Report nor any

principles contained in it are “propesed” in the NAS Report in the sense that

10



the NAS offered them as “suggestions” or “offerings.’; Random House

Unabridged Dictionary 1551 (2d ed. 1993) (deﬁniné “propose” as “to offer
' er suggest (a matter, subject, c'ase,-ete.) for consideration, accepfance,’ or

aetion ’). Instead, any prlnelples contained in the Belmont Report were
proposed in 1979 by the Natlonal Comm1551on A1286-87; A172- 73

(identifying as “basic ethical principles” the concepts of “respec; for
persqns,” “beneficence,” and “justice” as being put forth by the National |
- Commission). | | |

Indeed, the NAS recognized that it was not “preposing” a;ny.of fhe

principles. contained in the Eelmont Report, in contrast to ite seventeen
“preposals,” which did reflect its “ewn judgments.” | A235. The NAS
consistently descﬁbes the Belmont Report as containing a separate set of
principles apart from NAS’s own,” even though the NAS recognized that the

NAS Report may “dfaw[] on,” A234, both the Belmont Report and other

3 EPA’s attempt to characterize the NAS as “mak[ing] the point clearly that
they did not propose new principles,” 71 Fed. Reg. 6138, 6164, is |
misleading. Although the NAS did acknowledge that it “was not required to
invent the basic standards that govern human research in the United States,”
A127, 156 (emphasis added), the NAS Report focused on determining “how
those standards should be applied in the particular case of intentional human
dosing studies conducted by third parties for EPA regulatory purposes.”
A128. In doing so, the NAS recogniZed “the need to be specific,” and thus
set forth a series of seventeen new “recommendations to strengthen
oversight and provide guidance for the use of 1ntent10nal human dosing
~studies at EPA.” A129.

11



“authoritative statements of priociple,” A127. For example, the NAS Report:
describes the Belmont Report as the creation of the National Commission.
See A172 (“The National Commission ie perhaps best knoWn for its Belmont
Report”). | Siﬁlilarly, tfle NAS treats the principles of “respect for p.ersohs,
beneﬁcence and justice” as not its own principles, but those contained in the
Belmont Report; See'; e.g., A173 (“The Belmont Report recommended that
additional- attention be given to the equitable selectioh of participants.”).
Bare reliaﬁce on “respect for persons,” “beneﬁcence;” and “justice”—
without Athe recommencied speciﬁcity pfovided by the NAS Report—must
also be rejected as inconsistent with Congress’é inandate. Congress stated
that the EPA’s rule should be “con51stent with the pr1nc1ples proposed” in
the 2004 NAS Report. § 201. The 2004 NAS Report, in turn, reJected
complete reliance on earlier sources of prineiples, such as the Belmont
Report, because they were “frequently uncleaf; indeterminate; inconsistent,
and even contradictory” in terms of providing sufficient guidance to EPA.
A235. Thus the NAS proposed its own set of reco’mmendaﬁons‘—
recommendations that covered both “scientific and ethical principles”%and
even recommehded a procedural framework for their implementaﬁon.
A168. These recommendations are what Congress meant EPA to rely upori,

not the “general prescriptive judgments” in the Belmont Report.
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Moreover, the “general prescriptive} judgments” of the Belrﬁont |
Report, A1288, cannot reesonably be conflated with the seventeen concrete -
recommendation‘s——su}ch} as developing and disseminating to Ihstitutional },
Revievtf‘Boards, investigaters, and sponsors a list of best practices for
-infermed consent, A245, and eperating oh the ;‘stfong presumption that data
ebt_atined after implementatiqp of the new rules that do not meet the ethical
standards described in this'report"wiﬂ not be considefed,” A250j (emphasis 1n
original)—of the NAS Rep'ort. See Sierra Club v. EPA, 356 F.3d 296, 306
(D.C. Cir. ’2004) (recognizing that en agency cannot take an action that |
abandoned or.supplanted the model upon which C_ongteés mandated the
action be “based”). The Belmont Report provides “ethical” principles,
father than the scientiﬁc antl ethical principles of the NAS Report. A1288-
89. | | |

This plain-languege interpretation ef Cdngre_ss’s, mahdate as requiting
EPA to rely upon the seventeen recommendations in the‘ NAS Report is
further supported by the iﬁterpretive _ean‘on‘of deriving the meaning ofa
word “from the company it keeps.” Gustafson v. Alloyd Co.., 513 U.S. 561,
575 (1995). VI-Iere, Congress speciﬁcaﬂ_y iisted two .~setsf of “principleS” with
_ Whieh EPA’s rule must be consistent: the 2004:NAS Repert, and the |

“Nuremberg Code with respect to human experimentation.” § 201. The

13



Nuremburg Codé, much lik'e. the 2004 NAS Report, contains ten standards
pfo_viding specific directives to guide human experiments: from emphaéizing
the absolute ésse‘htiality of voluntary consent,” A529, to allowing the
conduct df human experiments only if the studies provide results
“unprocurable by other methods or means of study,” id., to avoiding.“‘all |
unnecessary physical and mental suffering and injury.” Id. The structural
similarity of the ten princ_iples of the Nuremberg Code with the seventeen
principles in the 2004 NAS Report (and the structural dissimilarity of the
principles} i‘n the Nuremburg,Code with the three geﬁeral concepts of the -
Belmont Report) further establishes Congress’s intent that EPA rely on the
actual principles set forth by the NAS Report, not the NAS’s repbrt minimal
reference to the Belmont Report. Otherwise, “principles” would be ascribed
a:r‘neaning “so broad that it is inconsistept with its accom;;anying words,
thus giving ‘unintended breadth to the Acts of Congress.’” Gustafson, 513

U.S.-at 575 (citing Jarecki v. G.D. Searle & Co., 367 U.S. 303,307 (1961)).

B.  The Legislative History Also Supports The Use Of The |
Seventeen Recommendations In The 2004 NAS Report.

~ The legislative history behind the Congressional mandate further
establishes its intent that EPA rely on the seventeen standards set forth by
the NAS in its 2004 Report, rather those described by the National

Committee in its Belmont Report. See Chevron, 467 U.S. at 843 n.9 (urging
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reliance on traditional tools of statutory interpretation,’ 1nclud1ng
legislative history); see Babbitt v. Sweet Homie Chapter of ley for a Great
Or, 515 U.S. 687, 704-08 (1995) (examining Senate and House Reports to
hold that.Cong_ress intended the challenged “take” provision “to apply
broadly to coyer indirect as well as purposeful actions”). The discussions in
the House debate regarding" the /Conference Report to which Section 201 was
| attached on July 28, 2005, not oniy consistently refer to the 2004 NAS
Report and fail to refer to the Belmont Report but also require comphance
with “stringent criteria,’ . Wthh is lacking in the Belmont Report. 151 Cong '
Rec: H7019 (daily ed. July 28, 2005), |

| As Representative Norman Dicks stated in his int'roduction to the
Conference .Report',i both the House and the Senate, in the conference report,
wanted EPA to stop the nse of humans dur_ing pesticide testing “until EPA |
develops regulations reﬂecting the recomrnendatio_n of the Nationali
Academy of Sc1ence [s1c] and follows the Nuremburg protocols ” 151
Cong. Rec. at H7019 see also 151 Cong Rec. at H7021 (Rep. Sohs)
(criticizing EPA’s earlier proposed rule as contrary to the recommendations
of the NAS and the ethical guideiines ofthe Nuremburg Code that we
require in this amendmen ”). This 1anguage tracks the language used in the

12004 NAS Report for its seventeen pr1nc1p1es—that is, “recommendations,”
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A129. This language also demonstrates that Congress wanted EPA to
follow those proposals actuélly put forth by the NAS, rather than simply
those that rhight have been referred to by the NAS in its 2004 Repoft.

III. -The EPA Rule Is Inconsistent With The Nuremberg Code That
| Congress Adopted By Statute.

Congress requlred EPA to act consistently with the Nurémberg Code
| becauée that code reﬂecté the importance of obtaining'meaningful consent
before any tests con bo conducfed on humans for non-therapeutic purposes.
The Nuremberg Code 'was‘ dovised. by Amefican and foreign prosecutors in .
the aftermath of World War IT in tho faoe of fhe.terrible extremes to which
human experimentation had been taken in Germany at that time. Itisa
document grounded in fundamental principles of human rights, adopted by
countrios around the World and agencies within the United States as the
appropriate basis for fhe responsible and respvectful use of human subjects
for the purposes of sCientiﬁc experirﬁentation.

And Congress has made it the law for EPA to follow in this ‘case..
Congress required EPA to promulgate “strict scientific and ethical |
requirements that are consistent with . . . the priociple'svof the Nuremberg
Code;” to ensure soientiﬁc rigor and to prevént ethical abuses in intentional

human dosing toxioity studies for pesticides. See § 201.
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EPA failed to follow:Congress’s instruction. The first principle
articulated in the Nuremberg Code states:

The voluntary consent of the human subject is absolutély essential.
This means that the person involved should have legal capacity to
give consent; should be so situated as to be able to exercise free power |
of choice, without the intervention of any element of force, fraud,
deceit, duress, over-reaching, or other ulterior form of constraint or

~ coercion; and should have sufficient knowledge and comprehension of
the elements of the subject matter involved as to enable him to make
an understanding and enlightened decision. . . .

A529.
~ The EPA’s rule does not conform to the Nuremberg principle of )
voluntary consent because the EPA rule violates the standards of 1)
'individlial.ized personal consent 2) informed consent and 3) voluntary
consent.

‘Nor is this new. Senator Boxer noted that studies had in the past -
“routinely violate[d] ethical and scientific standards laid out in the
Nuremberg Code.” 151 Cong. Rec. at S7553 (statement of Sen. Boxer).

~ These violations prompted Congféssional action. Congress’ goal was
to stop EPA from relying on studies that lacked fundamentally fair consent. |
AS’Représentative Solis explained, Section 201 was designed to ensure that

“EPA may not consider or rely on any intentional human-dosing study that

does not meet the minimum ethical and scientific criteria recommended by
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~ the Nuremberg C.ode..”4 ‘151 Cong. Rec. H7021, 7021 (daily ed. .July 28,
2005) (statement of Rep. Sdlis)'.

| Under the EPA rule, any “legally authorized representative’f may give
consent. -40 CFR §§ 26.1116, 26.1117(a), (b)(1) & (b)(2). As' defined by
the EPA, a “legally éu;chorized representative” is an f‘individual or judicial or
othér body authorized under appliééble law to consent on the behalf of a
| brospective Subj ect to the subject’s partiéipation in the procedure(s) involved
in the research.” 40 C.F.R. § 26.1102(c). By defining “leg.ally aﬁthori'zed
representative” under “applicable law,” the meaning of ;‘consent” varies
depending on the site of experimentatioﬁ — including sites in foreign’
countries that have not accepted Arherican concépts of individual rights or: |
the necessity of individual consent. Congfess did not provide for consent by
a representaﬁve and the Nufemberg Code expréssly requires “[t]he voluntary

consent of the human sub}jéct.ﬁ” EPA’s rule violates the standard of

* As we observed in Part I of this brief, supra, sponsor statements “greatly
aid in making the [statute’s] purpose apparent.” Max Radin, 4 Short Way
With Statutes, 56 Harv. L. Rev. 388, 411 (1942); see also Pub. Employees
Ret. Sys. v. Betts, 492 U.S. 158, 179 (1989) (giving weight to Senator
Yarborough’s views on the construction of the Age Discrimination in
Employment Act because he was a sponsor); ‘Pacific Gas & Elec. Co. v.
Energy Res. Conservation & Dev. Comm’n, 461 U.S. 190, 220 n.23 (1983)
(relying on a 1965 explanation by “an important figure in the drafting of the
1954 [Atomic Energy] Act”); see, e.g., National Endowment for the Arts v.
Finley, 524 U.S. 569, 573-74 (1998) (sponsors’ statements); Conroy v.
Aniskoff, 507 U.S. 511, 516-17 & n. 12 (1993) (sponsors’ statements).
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individualized consent because it expressly allows “consent” to be given by -
an entity other than the human subject. |

EPA’s rule also fails to ensure that the human srlbj éct is appropriateiy
informed of .the risks presented by the r_eséarch. The Nuremberg Code -
éimilarly explairls, “béfére the acceptance of an affirmative decision by the
experimental subj ect there should be made known to him. ...all
inconveniences and haZards reas:onably to be expected; and the effects upon
 his health or person Which may possibly come f“rbm his participation in the |
experiment.” Contrarily; thé EPA rule addpts olci practices that have.led to
widespread misunderstanding about research risks among the subjecfs of that
research. See Human Pesticide Experiments at 35-38 (finding that prior
pesticideexﬁerimerrts on humans used such complex language in their
consent forms that it is unlikely the Volunteérs understood the risks) (A703-
05).} The EPA"S rule disseminates a pre-existing standard that}has led to
comrnon violations of the Nuremberg Code’é inforrnerl consent
requirements.

EPA’s rule similarly fails to ensure that human subjects who prorfide '
consent do so voluntarily. The Nuremberg Code derrrands that the hirrnan

subjéct be “so situated as to be able to exercise free power of choice, without

the intervention of any element of force, fraud, deceit, duress, over-reaching,
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or other ulterior foﬁn of constraint or coercion.” Instead of | adopﬁng the
Nuremberg’s clear and absolute standard, EPA’s rule provides for human
studies to include undeﬁne’d “additional safeguards” to préteqt “the rights
and welfare” of subjects who “are likely to be vulnerable to coercion or |
undue inﬂUence.” 40 C.F.R. § 26.1111. The indefinite ista‘ndards allow total
discrétion t6 the conductors of the experinient.

There arev signiﬁcant deﬁcieﬁcies in the informed consent of the
subjects tested in several of the 'experiménts on which EPA has in the past
relied, including the inédequaté disclosure of potential harms,’ éomplex
language, easily misunderstood consent forms, and plainly hot oBtaining

consent.

Some experiments featured consent forms and accompanying
information sheets that failed to explain or downplayed the health risks
associated witﬁ the pesticide exposures iﬁvoived in the experiments. See
Human Pesticide Expeﬁments at 35 -38 (stating that the potential harms -‘were :
not adequately disclosed Chloropicrin, Dimethoate, Amitraz (19985 éﬁd

Amitraz (1992).studies) (A 703-05).

For eXample, consent forms in experiments involving dimethoate did not
explain the relevant risks. The Dimethoate Experiment (2004), an

organophosphate pesticide manufactured by BASF, utilized a consent form
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| that does nO‘g identify the test substance ‘as a pesticide or describe pbtential
‘ health effects. Human Pesticide Experiments at 18 (A 686). Dimethoate had
been identified by EPAasa suspected‘ca.lrcinog.en, a developmental toiicant,
and a neurotoxicant. Scorecard: the Pollution Information Site, Chemical
Profile: Dimethoate, ‘http:)/www.séorecard.org/chemical-proﬁles/ |
sﬁmmary.tc1‘?edf__substanc¢_id=60%2d5 1%2d5 (last visited Sept. 30, 2006).
It is a suspected cardiovascular or blood toxicant, gastrointestinal or liver
- toxicant, kidney toxicant, and skin or sense organ toxicant. Id. The informed
- consent form uéed in the Dimethoate experimént did not identify an& of
these potential risks. Human Pesticide vExpéri;‘nentls at 18 (ciiing ‘W.J A.
Meuli_pg énd'L. Roza, Urindry Excretiqn Profile of Dimethdate and its.
Metabolites after Single Ordl Administration of Dimethoat‘e‘ in Male |
Volunteers (Dec. 28, 2004)) (A 686). Furtﬁermore, the written informatiori
preslented to test subjects states that ;‘not_ a single health effect is expected”
andv characterizes the chémical as “used to protect or .curé qll kinds of plants,
fruits and crops‘froAm.disease.” Id
Even whén risks are 'eXplained in the consent form’s,'the ‘language is
often sé complex that pérticipants- do not und_efstarid the risks. See Human

Pesticide Experiments at 35-38 (observing that three prior experiments used

such complex language in their consent forms that it was unlikely the
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volunteers understood to the risks) (A703-05). In a 1999 Phosmet study, an
ethics committee identiﬁed “volunteer informatidn [that] is difﬁcuit to .
.unde‘rstand,” and recommended that “[s]Jome effort should be made td
simplify the volunteer information,” although researchers declined to make
any of these changes. Id. at 30 (quo'ting}S. Freestone, S.J, Méir, & P.
McFarlane, 4 Randohised, Double Blind, Ascending Single Oral Dose Study
vw‘it'h Phosmet to Determine the No Effect Level on Plasma and RBC

Cholinesterase Activity (June 4, 1999)) (A698).

Other studies ha‘ve an even been able to establish that they e\‘(er'
obtained aﬁy kind of consent at all. A 1969 Dichlorvos experiment made no
assertion of having obtained any informed consent, énd céngréssiénal |
investigators were unable to obtain any eVidehce of consent from the

, principais behind 1997 Dichlorvos, 1996 Methyl Isothiocyanate, 1977
Ethephen, 1972 Ethrel, and 1971 Carbamates experiments. Human Pesticide
Experiments at 35-38 (A703-05).
And Qf cdurse, some terribly tragic cases of uninformed} consent are

not unknown to the federal government.’ Nor are they unknown elsewhere.
. g y !

> Consider the uninformed consent provided by the victims of the Tuskegee
Syphilis Study, 400 of whom were permitted to suffer from the disease
although the United States Public Health Service had a cure readily available
for them. Experimenters continued this study even though a proven and
100% effective cure for syphilis had already been found. Barbara A. Noah,
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EPA ha‘s‘ documented troubling examples of English test subjecfs being’
.‘dosed with the pesticide “Doom”® and Scottish subjects with orahge juice
laced with the insecticide Aldicarb.”

This rather sordid history of pesticide testing is particﬁlerly troﬁbling'

because the Nurémberg Code has a long and distinguished history of

The Participation of Underrepresented Minorities in Clinical Research 29
‘Am. J. L. and Med. 221, 230 (2003) (descnbmg how the Tuskegee studies
~ continued some two decades after a cure for syphilis had become available).
In some cases, researchers intervened to prevent treatment when other
physicians diagnosed subjects as having syphilis. Predictably, many
subjects died of syphilis during the study. See generally Tuskegee’s Truths:
Rethinking the Tuskegee Syphilis Study (Susan M Reverby ed. 2000); Robert
- M. White, Unraveling the Tuskegee Study of Untreated Syphilis, 160 -
Archives of Internal Med. 585 (2000); Department of Health and Human
Services: Center of Disease Control and Prevention, The Tuskegee Timeline,
http://www.cdc.gov/nchstp/od/tuskegee/time.htm (last visited Sept. 28,
-2006).
® See Molly Evans, The Engl ish Patients: Human Experiments and Pestzczde
Policy, The Environmental Working Group, July 1998, http://www.epa.gov/
oscpmont/sap/meetings/1998/december/english.pdf (Iast visited Oct. 7, '
2006) (“In three related studies conducted just last year for Amvac Chemical
" Corporation, headquartered in City of Commerce, California, for example,
researchers at the Medeval Laboratories in Manchester, England dissolved a
neurotoxic insecticide, dichlorvos, in corn oil and paid a small number of
adult men to eat it in a test of the chemical’s acute effects.”). Dichlorvos is
“often marketed under the name “Doom.” Id. ‘
7 See id. (documenting study commissioned by Rhone-Poulenc and
conducted in 1992 on 38 men and 9 women at the Inveresk Clinical
Laboratory in Scotland, “subjects were given a light breakfast on the day of
- the study, including a drink of orange juice” containing a placebo or various
~ doses of aldicarb, an extremely toxic insecticide resulting in subject reports
 of “profuse sweating,” “headaches,” and “light-headedness”™).
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protecting human subj ects, as courts, agencies, and the international
community have recognized. B

The former have rec‘ogni~zed thett the code “is absolutely essential...to
satisfy rnoral, ethical.and legal concepts.’f Washington v. Harper, 494 U.S.
210, 238 (1990) (Steven, J., dissenting). The United States Military
| Tribunal that established the Nuremberg Code seta standard against whieh o
to judge German scientists who experimented with human subjects during
the Holocaust. See United States v. Stanléy, 483 US. 669, 687 (1987) |
(noting that the Nuremberg Code was created as uniform statnda‘rd to govern
scientists :of penniseible medicat experiments in the Nuremberg Trials)-.8

The code stands for the ‘prineiple that “experimentation with unknowing

® The Nuremberg Code is the “most complete and authoritative statement of
the law of informed consent to human experimentation.” Grimes v. Kennedy
Krieger Institute, Inc., 782 A.2d 807,835 (Md. 2001); see also Whitlock v.
Duke University 637 F.Supp. 1463, 1470 (M.D.N.C.1986) (Nuremberg
Code was adopted “as a proper statement of the law of informed consent in

- connection with the trials of German Scientists for human experimentation
after World War I1”); Kaimowitz v. Michigan Dep’t Mental Health, No. 73

- Civ. 19434-AW (Mich. Cir. Ct., Wayne County, July 10, 1973)
(unreported), reprinted in A. Brooks, Law, Psychiatry And The Mental
Health System 902 (1974) (“In the Nuremberg Judgment, the elements of

“what must guide us in decision are found. The involuntarily detained mental
patient must have legal capacity to give consent. He must be so situated as to
be able to exercise free power of choice without any element of force, fraud,
deceit, duress, overreaching, or other ulterior form of restraint or coercion.

- He must have sufficient knowledge and comprehension of the subject matter

to enable him to make an understanding de01s1on The decision must be a.

totally voluntary one on his part ).
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human subjeots is morallyv and legally unacceptable.” d It “requires that
the informed, voluntary, oompetent, and understanding consent of the
research subjeot be obtained.” Gr.imes v..Kennedy Krieger Inst, Inc., 782
A2d 807,835 (Md. 2001).

o But EPA’s rule faiis to adhere to the code. Although, for example, the -
Code requires free choice vby testing subjects “without the intervention of
any element” of, “MOng other thjngs,“‘over—reaching, or other ulterior forms
oi‘ constraint or coercion,” A529, EPA’s rule only requires that coercion be -
“minimized.” The_Nuremberg Code, and Congress’s statute, is muoh more
comprehensive. |

Each and every principle of the Nuremberg Code, in short, has to be
| incorporated in the EPA rule in full, and the agency has failed to do so in the
rule it has promulgated. |
CONCLUSION
" For the foregoing reason_s amici members of Congress urge the court
to Vacate and remand the Human Testing Rule, 71 .Fed. Reg. 6138-01 (Feb.
’6,'2006_), encoded at 40 C.F.R. Parts 9 and_26, to the agency for

reconsideration.
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